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(57) Abstract 

A monoclonal antibody binding specifically to the a-chain of a human interleukin 5 receptor; a humanized antibody; a hybridoma 
and a transformant producing the antibody; a method for immunologically detecting the monoclonal antibody, the humanized antibody and, 
further, the a-chain of a human interleukin 5 receptor by using these antibodies; and a method for diagnosing and treating chronic 
bronchitis, etc. by using the monoclonal antibody and the humanized antibody. 
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m m m 

^ m ^ m 

U\zm=Ey^U-±)Vtn.i^:^^UU}:^hit^i^^m^^X^>^-U'i^>5^ 
^i^am^fi.m^m\Zi^tii-r^:^^. fSi^Zf^iZU'Ey ^ u—^)Vmi^^<i:Zf^\:: 

hittfi<^^m^^^^ii^'^^^Mm(Dmwii^^u^m\zm-r^o 
^ ^ ^ m 

^Z.t.ti^^htl'Z\^^i> [7 A/ Di^— (Advances in 

Immunology), 57, 145(1994), -/^^y H (Blood), 79, 3101 (1992) ] o IL-5 

\tmmnfs.Eo:>mm^m±.\z%^-^nx\^^^m^mu^^^ (il-5 ^mm ^ 
iri^x'tcDY^m^mmrt^. il-5^^^(I^T, ii-^^tmt) titb, -^^7. 
}^^\z2mm<Dmu^mBn [am(^T, il-5r at-wr) . ^mi^xr. il- 

5Rj3i:5^r) ] lca;0fil^^ns;i^i7&^BJ€»J&MC$nTViSo IL-5 0 

IL-5R ^(DiSg-g-^ IL-5R a {C<t o Tifi*3nT:fe 0 , IL-5R /3«^na^^"rii 
IL-5l3>t*TSJiiS'&lgS:^$J^ViJl,hj&«»e>nTViS[EMB0-v^— :^;^(EMBO J.), 
9, 4367(1990) , 1^1, 10 . 2833(1991) . • • X^^X^U P<> 

iJ';^ • p'^^'-i'v'XJ. Exp. Med.), m , 1523(1993), IrI. 175, 341 (1992) , 
-k;KCell), 66. 1175(1991) , •^Ui^—'r^y^'-tZf-^'-r-^Bi-)]/' 
T:^f5^5- • • +)--rx>>?.(Proc. Natl. Acad. Sci.). 89' 7041 (1992)] o 
Sfc, IL-5R ^\^^y^-u^^y-U&.y. IL-3 t.mrt)^^immM'^!7U 
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yT-i^nn--$mmi'(i:kT. GM-csF t^r)f3:E(D^mi^<Dm^^^x'$> 

— • :ty--tJ-rx>X(Proc. Natl. Acad. Sci.). 87, 9655(1990) , -k;KCell). 
66 , 1165(1991) ] o 

[T H/\'>>'— X • > • Ay Dv— (Adv. Immunol.), 39. 177(1986), -f 
Aynv?— . h H7 5=^-f (Immunol. Today), _13 , 501 (1992)] , ^©Sb.^^&JeM 

't^zb.nM^m^^Lmmx-^^. il-s \-x\LV\z^\^^-z\-mn.mz%i\^ 
■x^mmzY^m-^^z.t.iii^i^. il-5r \-mmM\zi^m.mz^m^xvz\.^:!t>^(j^ 
<i:#A^n> IL-5R \t\LV^mLmmm,^U'^-ti-}i\^'j:mmt^z^ifix^ 

-So IL-5R /3iSIL-3. GM-CSF ^(^it-f h:^-r >SW'ft:-tr$. -5 il i75^f>, 

mifi^ a:AT. hiL-5R am^tm-t) ^m^^fz^^mm^^tdiiziz^K). it^ 
mmiz±i^\f^iziii^x»mm<Dm^. mmizn-^^mmum^^Lx 

t [>^-\'-:^;v. :ty • X^X-^>J^>iS7;i.. ^5=.r >->(]. Exp. Med.). 172. 
1425(1990), IS), m. 429(1991) , ^ >^—ri^3i-}V -i A/ Ui^-Unt. 

Immunol.). 2. 965(1990)] , '^M.^^)m<^izisif^ttfmm<Dmmm:mf)m 

IL-5 tfL<*©^#{3J:DWJ$n'5:i<h [T^ 'J:^> • U}d=L- - :ty - I/XtT 
l/-r N U— • t'-T X(Ain. Rev. Resir. Dis. ), H7 . 548(1993) . H8 . 
1623(1993)] ;^cC^7i^^BJb;5>{C$nT(.>^„ ^fc, t: h^14^«^i^mS#CD 
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y-V3>(J. Clin. Invest.), 87, 1541 (1991) , i^-^-— • • 
X^U P<>^;1/ • v-XJ. Exp. Med.). 173, 775(1991) ] , $^13. 

iL-5 \i\ihttfmmzMvxm.m'^^'t:<Dm^Mmi^m^^-r:it 0^^---^ 

)l • ^-f • -i A / ai^-a. Immunol.), HS , 2311 (1989) ] , iffmnM^m 
>(J. Exp. Med.). 167. 219(1988) ] tjiUmM^'A^iZ-^nx^^^o 

jE;±(D;i<h7&>e», IL-5R ni^-s-b, IL-5 (D^mm^^mmx^^mmtiffm 

^¥ 3-108497, -r — • <Ay P V— (Int. Immunol.), 2, 
181 (1990)] -^^X IL-5R ^^(Dmm^miZg^^^mVXl^^ IL-5fe#14 
«Hflai£rJn:l^<i:UT^<.i^;i<hf3<fc0f^M$nTl.iSo — t hO^i-^, 1L-5R 

^^^mmvx\^^^mm\t^^tix:Hi^'r. Hmmz^\^^x^^<D^mi^mif) 

xm^^lt-^m^-^tlXi^^^ • Ay Pi^-(Cell. Immunol.). 133, 

484(1991) ] o Z.(Dtz>sb. ^^^X IL-5R aiA^(D^m.tnm<D^m\Z^K> . 
|sI^Ol«^SrW-r ^tfCh h IL-5R a^W-^n^Z.iz\tmnX^^o EMBO-v^ 
[EMBO J. ,14, 3395(1995)] \ZU. th 1L-5R akznT^^WiiX^X a 
n tmrr^^^^mm.fi^^^ti^. ;in«IL-5R a\zn-t^^%\im^ti^ts.^^'h(D 

th IL-5R aOjSeTlifc hfiF^X^ [v^-^--:?-;!^ • • X^^X^U 
^>;5^;i' • ^T'-f vXJ. Exp. Med.), 175. 341 (1992) ] , fe^liJib bml 
#il3^5^iKa!ia(HL60) [•fe;KCell). 66, 1175(1991), 6-78772 ] ^V)m 

Mbfc cDNA — ^"^-^X IL-5R a CO cDNA (.iJS v">X IL-5R a(D 

gP5^7^y^ge^J 6-54690, embo • -^^ - :h ;kembo j. ). 9 , 

4367(1990) ] SrStZ'&fiKb/i^rUP'DNA ^•fu~zrL\^X7s^')—ZLyift^ 
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Miz hiL-5R a^^mvrcmm^m^'^nxi.^^f)i. :i<Dmmiziin^ hii-sR 

X^X^U^>iS^;l. . ^7^^ Exp. Med.), n? . 1523(1993)] „ ^i^-o 

m^m(DmBnizi:mi.T. hiL-sR a<DmMmu&itmisbxpu<. ^tz. m 

Mmj:S&mtl.Xhmi!bX<>tj:i^^;it\tm^^^X$i^.^rz..-?OX IL-SR a 
<i:thIL-5R a<Dm\Zit7^ymU^)VXm i&l^yi^^az^-mm^tl^z 
t.^^X IL-5 75^*k h IL-5R iZMl.XhmU^^^mi^^^rz.ii[i^^-i-)l . 
. X4-X-^U^>^;1/ • vXJ. Exp. Med.). jJS , 341 (1992) ] 

uii-fy^i^. ^^mwjmtvx-ii^mzmm-^n^-TOx^^y hizMLx. t 
N IL-5R ait^&mm^m^t^A.<^ti^. hii-sR a^tmmm^^&m 

kh^f^^CDcDNA ^-T U -7^^ t><Z) IL-5R a cDNA 60^7 p- - >>i/{;:;|3t,i 

IL-5R a(Dmmmmm)^T^x<NMi^T^ymmm i ~3i3 satc^s 

-r^Bj^tth ML-5R or (^^;T. shIL-5R a ii^T) ^3- H-T-S cDNA 

nx(.^^ :^>'^•:^-y•x:^^;^-^u^>^;^.^x^ vxj. exp. wed.), 

115. 341 (1992) ] „ shIL-5R a Sr^J^Mt bTfflt.iT. hIL-5R ata^^f^ 
Mbfe^^, IL-5 0D^it^?gtt^|5i»T#^^hIL-5R atfO^^^mm^ ^fzidiZit. 
mmmmiZ^mVXl^^ IL-SR ail^1i7^cJ:i«^i5c:^ifi&{!^itLT<.i<5>, m^'ftlt 
^mmj^OmB^m-^tlfz sHIL-SR a&^fe3S!M<i:LTffll.iS:i<h75^i^i>ST^-5o 

^^iitmi^-f}Mz-^nx\,^^:ifA^q> imBnmmmm. 35. 2584(1990)] , 

^lzm^rz<ko{Zshll-5R a<D^^n- H fc<D <i:#A ^tlTl/i-S diRNAtJ^* 
»^S*T^3^$nTt.i^:i<i::^>tBje,;6MZ$nT(.i§<. -^^XlZ^l^Xlt IL-5R 
*f^^<^^?^J:e-rBMfla7^i:ci:{3*5liT'b^;^$nT:feD. 75^0k hco^-^ 
^immiZ. ^n^O«(-i5liT IL-5R ac^m^^^ (JI^;IT. sdiIL-SR at 
f^-T) CO<;?f h'-r^ h(Dt%X ^tlTt^i^ mRNA C0^3Ei7{,mg$tlTt.i-g>„ 



4 



wo 97/10354 



PCT/JP96/02588 



^X. t ^gB^fe^^.*CO^^;^x"t7XOifil^^4'^C smlL-BR ai)m 

H(J. Immunol. Method). 167, 289(1994)] c ;in^(D;it«. IL-5R 

%x^ri\tTU)v^-^mm(DW^. mm\z^mx^^h^A.<hti^-h^. —m. 

(J. Clin. Oncol.) , 2, 881 (1984) . 'T'^yY^ (Blood) . 65. 1349 (1985) , 
i^'^ — -)-)V'^'f"ri^Bi-)l'^'^>'^—'-iy7.'T-^'r=L—h (J. Natl. 
Cancer Inst. ) , 80. 932 (1988) . yp->— >i^* • • 1f • :h~>3:f-Jl/ • 
Ti^t"^— • • •y--rx>X (Proc. Natl. Acad. Scl. ) , 82. 1242 (1985) ] , 

5^V>-> (J. Nucl. Med.) . 26, 1011 (1985) > ^^^yH (Blood) . 65. 1349 
(1985) . i^^— ' ' i-iy 3-^)1 ' >■*)•—' ^ >7.v^-( y^=L—h 
(J. Natl. Cancer Inst.) , 80. 937 (1988) ] . mi$^<Dmmm^^m\:^X V 
t.o^ti}m(^nxi^^^ i>^^—i')V'^Z^'^ A/Ui^— a. Immunol.), 135, 
1530 (1985) . ^•^>1t— • Ult— ^ (Cancer Res.) . 46, 6489 (1986) ] o 

mm^}ihmm <D^'Df£}zH[:ifimz-r^^t^m^^nxi^^o }zbm 
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-7^^>^-^:/.1f .:^i.^:^;^.T*7=■$-.:ty•tt^x>x (Proc. Natl. 
Acad. Sci.) . 81. 6851 (1984) ] . k h Ufc«^, iih&.^<Dmmm 

Ttl'TB.- ' '^^ji-^X (Proc. Natl. Acad. Sci.) , 86. 4220 (1989) ] „ 
t hm CDR ^mmmt)^ bm^O CDR immi^^^mi^ complementarity 
Determining Region] Srt h ^9\-<DW}!^mik<Dmi^(D CDR tm^Vrcini^X^ 
K) l^^^^- (Nature) , 321. 522 (1986) ] . ^)V^m^^tcmmX'^^7. 

^ ['>'ir-:f-;i/ • • Ay D>?- (J. Immunol.. UT. 1352 (1991) ] 

L75>Lfj:75^e, z.n^xo:)iiz.^ hiL-5R a izM-r^\z hitmmtmn^tix^.^ 

Vt-oX. kh 1L-5R aizMVXi^mmiZi^'^-r^\:ih<tifimt. th#:|^ti 

ufe <h ^ {c t h&.^<DW}^mm(D^ / ^u-i-)ummz^i-r^mm^^ u: 

>X (Science) ,242. 423(1988)] $>^\,^it>^X)Vy ^ H^^-fk^i^: [^l/^ 
— --r Ay Ov— (Molecular Immunology) , 32, 249 (1995)] tl^^-ofz. 

<i^K> n^^tami^^^oi^mmy^nxi^^. ~:$-mmi^^i^x)iy^ n^^^t: 

•^>-9- U^^-— 5^ (Cancer Research) , 55. 318 (1995)] « k S IL-5R a^if$ 
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^-mmmizM-r^mmm.mmi^m^mw-^n^o L-^^i^ysit^^. k h il-sr 

^ m (D m ^ 

hh IL-5R am(Dm.nmmmuT^iK^^r:imm^mmzmm 

T^. NMt^ys./m 1 -313 #S(::#fiET'g)Xtf h-y^lSiHf ^ hlL-5R a 
m^Zl^i-r^tn^-^^. :^5SaHM^fetIctOb h-f >^-u^ ^> 5^^i^am\Z 

F^^{l:tri<*:7^C<i:^^t^o ^mn\Z^\^^^ / ^ u-')-)V^mt. hIL-5 

mmmiz^-^xmiLvrzh(D^mmf3:'h(Diivx$)if^ti^o -rfsit^-^. hii-s 

□ :^;^t^:#:<i:bT^i, bhIL-5R allCDNTfe^TS 1 —313 #S 

#ffi-r^xtf h-y=s:ig^b. t^'D^^m.m.yk^\z^r,\zhii-h^ am\z9^m 

mzK^>rr^^J^U—)-)V^W. *5cktJJt ML-5R am<DN5K^T$y^*i 

^1-313 #eic#ft-r-5xtr h-T'^isiiiL, 7&^-:3iL-5(7)^«i^fi§t^^«)$i!-r 

^U—r)V1tJii^t.VX\-t. /\<yU H— -7^KM1257 (PERM BP-5133) 
/N'f:/U H— x'^KM1259 (PERM BP-5134) T^^^i^t"^^ 7 a— :^;^t^^^*:KM125 



wo 97/10354 



PCT/JP96/02588 



SiJcfca^A-fyiJ H-T^KM1486 (PERM BP-5651) i!)^^m'r^=Ey^n-±)V^ 
^^^mo^y -^a-^JVtfimt. hML-5R am. thIL-5R all^mS 

T. *^Hj«, tML-5R am. t ML-5R amtimm^miz^mvfzmm. 
t h$f^^:fej:tXBj^'i4k hiL-5R am^^m^mz^w,. ^m-r^jjmhm 

<D7 u)i=^-i±m^.<Dmm:ii^ummi<zmm-r^ z. ti^^x^^^^ 
t vmz\)mm^w-(Dmmx^^. 

S:.^i*b. t h^CDR^ffi[mf*:<i:«. t N<Dtn:#:<7)VH*5a;mL(7)CDRaa^iJ^ h h 
i^^(7)»ji^(Dir[^(7)VH*5cfcmL(DCDRg2^iJl:-^n^*nS^ L/ita^ 
IL-5<D^«|^fi&t4$:|S«-r^tn:hIL-5Ralit: h^^^^fii^li, t hlL-SRaM 

^^^^--^^^-^r^^b, mmmm^m^xr^:Lt\z^y)^m.'^^^m:m.t^:z 

$ e.tCIgGM(Z^t"^IgGK IgG2, IgG3, IgG4 1 t^^o fc-T A 7 ><7) 
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t LTisKM7399i:ir>-r-& h<DT!)m^mt. bT$»tf ^ti^o m\zQ9^±m-r^m 
m^^wtLx\tmm9 (PERM BP-5650) f}^mf^n^o mmQ^^m-r^m 

Kfe^^<i:bT«KM7399 (PERM BP-5649) f}^Sbif^n^o 

Ci:7)^T-^-5, 2^^BJOt h^CDR^|fifft#:(7)Mi:bTJ*, ta#^OVH7&tg3^J#^ 
72g3i^<7)TS y^ie^Ji&'g-^, CH;5^fc htri#:igGl-Z?$>0, trL^*:CDVL7itga^J##6 
SIBflcCOT^ yg!B3^JS:^^. CLT^^t htrtf*: k T^^trif*:7&t$,tf e,n. KM8399i: 

DR^TO#:^UT«KM9399<hi^-r'5=b(D75^*:i:#:M^bT^tf ^n-5o KM8399^ 
^j||-r^?I^Mfe^t5|ci:UTHKM8399 (PERM BP-5648) *^^tf^n-2)o KM9399$r 
^^■r^J^Kfei^^iLT«KM9399 (PERM BP-5647) 75t$»tf^n-5. 

*^?^(7)b hftia^ti, t ML-5R all. t ML-5R am^mmmmiz^m 

■^^{Z. *%§^T{^t ML-5RamtC*fbTi^-&tt^^-r-2^litn:<*:(single 
chain FvMT. scFw t^-T) $>^l^ti^X)iy H^^{biri#^(disul f ide stab 
ilized Fv; isfw tWr) ^i^mT^. 

—^minf^ (scPv) — :*:OVHi— i^coVLii^ji^fcC'^y^^FU — 
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i^x)\^y^ }i^mtmi$^ (dsFv) tmH^^n\m^(D^ti^tiiy^ymn 

m^nrzy^m [^□7^-r> x>>?-TU>^ (Protein Engineering) . 7. 6 

97(1994)] (ct^oT, m^<D^Li^mm^mnz&zsi^Tmn-r^:itt^'T:^:bo 

t ML-5Ram{C^LT^^14Sr^-r>'X;i/:7^ H^^Yktri^li, t ML-5R 

^^^^itW}mmm^mA-r^:it{zj^r)^m-^-^nm'r^zt^iT'^^o 

4aBigOT^ y^ae^J^^^, VL75>taB^J#^25SBtKcDT$ y^ge3^J^^t^if[<*:7&t 

<D\E^mmmm2mm.(D7 ^ ym^m^^^. n^mmmmimm.<DT ^ ym. 
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Ja k M L-5R a il k h <mi^. ta k M L-5R a m-':^mm^ii<i:ZStn. k M L-5R a 

^>5^^i^a%^<D^ii!,:B^zs^mmz'D^^x. mmr^o 
(1) tfimoymm 

mii-^Ka=Ey ^n-±}vmi^^i^mrr^rzi!b\Z'^^mfs:mw.tLxi-i. hiL-5 
Ka^mm^miz^mvfzmm^^^^t'^(Dmmnm6^. ^rz\t, hii-^Ra^m 
mmx$>^ciii-2 (h5 R) <Dmm$>^^^\t^(Dmmmm^m^m ^^^c t-^^x^ 

CTLL-2(h5 R)«fflJia«. Uttli^ — >^^nT(.i-5^^S<7)hIL-5Ra 2rll 
— H-rScDNA [iy^'—i-JV • • X^X^U^>^J1/ • ^x>r vXJ. Exp. Me 
d. ). 175 . 341 (1992) ] ^mmmfkm^m^^ ^ — . :fci:AlipCAGGS [>7— > 
(Gene). 108. 193 (1991)] \,zm^)h^. XW^^ N p;}?^— v-a >fe [i^^¥2-25 
789K 1t-r h7^^ y Pv— (Cytotechnology), 3, 133(1990)] \Z^r^m.^^^ 
^^-^^^XT mm^'r:$>^Clll-2\zmA'r^ C <hCct D iiBlc^n/SihlL-SR 

izmmti^(DWM\im±mm.^x^m^i±^rztdi.z. ^m^^^-. tztPLit 

rUI&cDpGEX [:7 T -7 i^T (Pharmacia) ft] , pET i^X^^A [yA'voiXNova 
gen) &] ^-St/i^S^M^Jl (^(ll)l!K!i^'5pMKexlfcJ:i:lZ*a^i2i^, hIL-5RaO 

y-f -t^ii<D:^mz^K)mn-t^:it-^^x^^o 
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m%W}<^mm<Dm^. m:^ii. pAGEIO? C-y-^ h^i^yP5^-(Cytotechnolo 
gy). 3, 133 (1990)] , PAGE103 [>>>-^;i/ • • A'-f 5 X h U (J. B 
iochem. ), 201.. 1307(1987)] . ^mMl CD(1) TMi^-5pAGE210 ^O^iJr^ 

13 - H T ^ h I L-5R a CD^S S «gB^Blr>t Sr-e CD * * ^ -5 i. i e U T 

0^ ^ff -5 56 {3 , DNA co y ^ K ^ n — H "T 

M871 (wmw'B-mm) uii^mi^^^Lt-^m^Li.^. 

ri[1#Pi¥2-25789K1t'f h^^^y P->'-(Cytotechnology), 3. 133(1990 ) ], 
+)--rx>7>(Proc. Natl. Acad. Sci.), 84, 7413(1987) ] U^(D'i^^ 

hts:E^m^^X. hIL-5R a $rZi— H-r^cDNACO^Si/ttSgK^J^-e^H-Srm^ 
i^^fcm^5^^fe;t/t4^iP'>^;^XS:f^ML. Sf9 ^Sf21^(JDBA!HBfla (^^-Ttl 

fc^T-5>>?x>aM) izum^m^o^ )ix^m^-^it^:ztiz^K). m 

^P^$>^^^itmm±m^iZh\l-^Ka<D±^$>^i^m^VAm^^^(D^^$>:bi.^ 
Itm^mmtl^X. ^m^^^^ltmx^^ C/W^^^^^yPi^- (Bio/Techno 
logy), 6 , 47 (1988) ] c 
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(2) wj^<Dn&tmi^M^mm(Dmn 

-^^y.^fzit.'^^y hiZ. shIL-5R a fe-SVilShlL-SR a S:i^flaS®J3^3^bTU 
SCTLL-2iBflj3a • • X^^X^U ^>i$';U • y^T^^ i/XJ. Exp. 

Med.), m , 1523(1993)] ^^trtllii bT^ig L, ^(DWi^O^t^. U >/tgi5, 3^ 

\Z. 3i^;^cJ:T->*a./\'> h [^J^(i. :7D'i' > HCD^^T>^3.A'> h (Complete F 
round's Adjuvant) ^^c^i, H^m.ikl'r 2^^' )Vt.^B^m'7 C'^yfiE^ 

h}ih\z^m.^^^t^z.}z\z^y)ffo. m.m.(Di^mt. i esok^^^i 

^COJfiltf7:)^^trLIli:SJt^T'&;li:^ffi^^^5^^l']^^ mm^mM'^^ (ELISA 
fe) : E^»I^fJ 1976^] f^Exm-<^o 

ife (BTKM^aM) ff'TjfflBffb. hX\^<\^. ^'b^m (1, 200rpin, 5 

^) bfc^, ±ti^*^T> v^}7.-m\LT>^=-^i>.m.mm (pH7. 65) -ei ~ 
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2 ^rBmmvmsssLm^m^L. mem ^i^ts m^^i.xm^mmmmiiLxm 

(3) nMmmm<Dmm 

rztA.it. S-y^^T->mii^07. (BALB/c*5lt) #ilS«Hfl&i^P3-X63Ag8-U 
1(P3-U1) [t!U>h • • -r > • ^^n;U:tu>f— • T>H • -TA 

ynv— (Curr. Topics Microbiol. Immunol.), 81,1 (1978), a — uifTy- 
>^"^ — '^)^-^y''il^yoiy—(E\iTop. J. Immunol.), 6, 511 (1976) ] , S 
P2/0-Agl4(SP-2) 5"^- (Nature), 276. 269(1978)] , P3-X63-Ag8653 (65 

3) [z^^—^Jl'-ty'^AyUzy—O. Immunol.) . 123, 1548(1979)] , P 
3-X63-Ag8(X63) [^-f 5^ — (Nature). 256. 495(1975)] tuii^m^^ ^tl^o 

^n<^<Dmmm\^. %-7^^T~ymm [rpmi-i64o mmiz^ji^i^^yd.im) 

. 2-^)ltiyhX.^ y-)l (5 xiO-'M ) , i^x.> 1^-7^^X10 Mg/ml) ^ 
=kWfl&j,Sifil«(FCS) (CSL ^tM, 10% ) ^mPLfz^iib, (|^-F> lE^^ittili 
e>) tr, $^lz8-T1fi^T->(i5 Aig/ml) ^Jin;^fcl^«>] 7?ii8ft-r'57&t, 
flaBt^(Z)3 ~4 BW{3IE^itife{3i^f^b,Ht^^S2 xio^ ^JKA±OiHBSa^^W 

-So 

(4) mmm^ 

Hus3l(2) T^SUrcta^^^iil^ifflliail (3) T'f# nfcWMMm &MEM 
itfe^TtliPBS (U >m~-)- h U ^AL 83g . U >^-:^ U -^AO. 21g , :ftJ^7. 6 
5g . ^WtKI U^y hJl-, pH7. 2 ) TJ:<^#L, ifflflaScT^^, : # 

mmmm=5 ~10: l HfcC^Scfc^rg^L, ^^^^^-^ (l, 200rpm, 5 5^) Lfct^. 

X5^U >^^-r n— 1000 (PEG- 1000) 2g, MEM2ml*Dcfct)f>?^5^;PX;U4N=^-> 
H(DMSO)0. 7ml <Dmmo.2 ~lml/10« m.i^M±mm^mPi. l ~2 ^re^^ICMEM 
Iglifel ~2ml Srl^HiP^T^cl^. MEM mmt:Ua plX ^mmOmWZtii ^ o IZT 
(900rpm. 5 ^) ±m<^:mT, l^-S-^Tlf^lCiffl^^S Cbfc^, 
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}^^^-^>^> (10-*M ) > 5^^>?> (1.5 XIO-'M ) iScttKT^ y y^^U > (4 
XIO'M ) ^iPA^cl^lfe] lOOml ^izmmT^o 

^2 mmDMi' [I met*, Hmitt (hat mm'f)^^T ^ / y^^^j >^m^>rcm 

(5) x"^X^rctS^>v htali ML-5R / ^ n-i-)imi^(DmR 

"^Ojl^li, 7 >'^^y^^ X [Antibodies, A Laboratory Manual, Cold Spring 
Harbor Laboratory, Chapter 14(1988)] iZj/l^^i^tlXi^^^ysi^tiiiiiZ^^^. 
^T[zm^^m\^miZ.i:K)no. cmeo^^fet-ctO^ t^aiT^iahlL-SRa t 

iC^^nstah IL-5R a ia<*:$.S Vi^-T'^XOiftMtiihlL-SR a tni¥(D 

tut2l(l) -e3zK^;^cshIL-5R a^fzithll-^Ra t<Dm'^mBt£^(Dm.^^PL 

mmn^mmuy°u- hizzi- h A^yj H--7^«±mt>b<«i (6) 

n iZHB C fzKlt^^nti hi L-5R a izWm^iZf^Jt^-T^ fecD ^ "7 Xiah IL-5R 

trihiL-sR a t hYbtn:^:, —^mifii^ii<^nz^x)iy^ \^^^<tm.i^^m±-r 
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HUlBld) shIL-5R a^fM\i\l-^K ah<DM'cimBt^E(Dm. 

/N-f^U H-vJ§^|±?^, tit hi L- 

mw<Dm^±.m. 'h\^<mt^ni^(Dnm.mPf^<D\.^irfii)^h. t':t^>, mm. 
it^^^^m^^\.^\tmmit^mm'(:w.^\.fz\^ h il-s ^^u^vxkj^.^ 
-fr/tt^, mmmm.\zi:t:^\^tz.Kj^s^no:LL\z^y). fc il-5 cot ml-sr o-v 

x^'j-->/f^fT^i, iL-5 ffiUfSttoisi^ifeo^ji^^-r-So 

:^UX^>M [2, 6. 10, 14-7^h^>^^;i.^>^^-;^7>(Pristane)0. Sml ^ 

13. SGbB1(3) Ttt^ni^vj/X^^c^^^y HtahlL-BRa^y iJ/a— :h;ut/tfr 
^^/W:rU H-x'«Bfla2 xio^ ~5 X10««BW E<£lg)^l^tcai*-r'2.ol0~2 

8« (3, OOOrpm, 5 53^) UT@J1^5^^|^^t^, 40-50% m%\imMT >^-^ 2^1: 
iMMrV. t)-:^^} )Vmt^Wi&. DEAE- -fe:7 t □— X:^? yD7^-r>A- 
A*S{.iti-fe;uP7T-r >GSL2000 (^fb^x^^M) igc 

2. trih ML-5Ra t K^btn:#:(Df^M 
( 1 ) b h {ktfi#:^3^ffl ^ ^ ^ - cDli^ 
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X\tJL^V>t^ >hny^K)^^^^mM^mi^^^^tf)^X^. ^fe, cDNA 

■fy^X^^o m^it. PAGE107 [-9--r h 7^1^ / Pv^—(Cy to technology), 3^133(1 
990)] . PAGE103 • • A'-f^^^X H U-(J. Biochem. ). 101. 

1307 (1987)] , PHSG274 [>?— XGene), 27 , 223 (1984) ] . pKCR C:/Oi>-^ 
>^ • • 1f • -^iya-^JV • TtlT"^— • • ■tJ-'T X>X (Proc. Natl. Ac 
ad. Sci.). 78, 1527 (1981) ]. pSGl /3 d2-4 [-t?--r h^^^^ y D (Cy totechnology)^ 

4.173(1990)] ^7j)t^tf enso Wjmmmm^m^^9-\zm^^^^u^-^- 

t:x.y/\>'*r-tLx\t. s\4Q(Dwmyn^—^--tJi>/\>^— 

;l/ • • ;t-r^^^X HU-(J. Biochem. )i01^1307(1987)] , ^n-—-?^ 

H • /t-f^^-r -:/;^7;P • 'J-tt— ^ • n^^.-'ir— ->3 >X(Biochein. Biophys. Re 
s. Comun. ). 149. 960(1987)] , *5cfcZ^'^Si^ny U >H^(Dyo^-^- 
(Cell)^, 479 (1985)] <tX>7\>1t— [-fe;KCel 1)^, 717 (1983)] m^^^ 

^^y$>^i^^tm—<D^^^—±iz^^T^i$''i-:f {^y^KM) (DE-^^x 

m^<DmA<DhB-^. mmmmp^x<Dinmmi^^uim<D9^mm<D;^^>x-^^ 

—r)l":t':^-^A/niyi]}V'^VyXU. Immunol. Methods) . 167. 271 (1994)]o 
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(2) fc ^&s^<DW}^<Dtn.i^(D\]iidJ;:ZPfl^n—\i-r^cmk(Dmn 

Hr^cDNAS:w-r'5mM;i7T->?$.-5ii«m^^y^x$ K$r^n^*nmi!i 

( 3 ) t hm^^ ^tFii^9^m^^^-<Dm^ 

=1- K-r-Site^OiditH, b h£;^1^<Di!iiBjcDtn:^*:(DVH*5ckmL^zi- K-T'Sc 
fr^t>j5^Ddie)k ha^1^C0»j!^C0tn:#:(DVH:feJ;mL^zi- Kt-^cDNASr^^ 0-- 

(4) k hJe;^Olj!i<|^<Diit#:(DCDRgB3^iJ(7)|sI^ 
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^^c3^®offi^if4^*^m^ (cdr) a^(E>^^x^^^ a^-'ry^^X'i'r'^'-fuj- 
^ >X-:^:/"f A/ a>?:^;i/.-f >^ l/X h (Sequences of Proteins of Inunun 
ological Interest) , US Dept. Health and Human Services. 1991] o -^-UT 

^CDRT ^ y ^ge^ij (CDRBB^j) «, iK^otfi^ovm^oTs y^ga^j v^—^ 

>iyX-yi":/'-fny^^ >X-:tZf"i M<y niyij)l-^>^UXh (Sequences of 
Proteins of Immunological Interest) , US Dept. Health and Human Servic 

es, 1991] ti:m'r^:it\z^K)m^-r^z.t^^x^^^. 
(5) fc hmcDmmmi^(Dmm^:n- H-r-scoNAo^iig 

$)tHt^^A^fS.^h(DXhm^^^Z.hf)^X^^o mXlt. Protein Data BanktCl^ 

A y D >>;^;i/"f h (Sequences of Proteins of Immunological Inter 

est) , US Dept. Health and Human Services, 1991] 75^$)^f ^nS7&^, ^^ta 

m^^m-r^}^hmcDmmm^^mm-r^rciit>iz\-i. ee^ot h^j.9\-(DWim<D 

tii<*=C0V®J^C0T5 y^g5^iJi:i^(.iffi|WI14S:W-r^;i^7&^M^blio '^\Z. MIR 
L/th hirL#:cDV^i^C0FR(7)Ta y^SB^J^n- Ht-^DNASa^Jt ge^COt: hJe>(. 

T. VH, vL^n^'noT^y^SB^j^n-H-r^DNAia^j^isit-r-So cdr^w 

*a^*:"J^Mt^MiA^2:^^r'5fc8e){C^8tUfcDNAgB^J^f#-57^i6tC«, ^DNA 

gB^J^5::^A*--r^i;3l3=§-IItr-3(.iT|Sc*C0^^rgDNA^ISI+b, -^nb^ffll^T 

y^— if • 5^ai-r > • U Ti^i/a > (Polymerase Chain Reaction ; . 
PCRchf^-T) ^ff PCRTCOJSje^5?ft^*5ckU:^fifeBj*g/^<£DNA<7):^^7i^S§MlC^ 
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- (BIO/TECHNOLOGY) .9.266(1991)] „ ^^"et h^<*:(DVM^OFR(0T5 

^^-^m^^xmU2 (5)tc85ifeOPCR^fT^C(i:{lJ;0^fiKT-^-5o PCR^(D 
W(^^S7J^*#A$n:fecDNAS:-^tf^^^- (OTs y^SS^Jefc^^^/r^- 
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(7) \:Lvmzimim.w-^M^^^-<Dmm 

(8) ti h^ktrC^W-ii-tt (h^>>?x>h) ^^*5cfct;?fSttl¥ffi 

^mm<D\ihittfii^<Dmi^^^mmzmmt^rcsbi.z. mm 2 (s) okh 

— ^^i/i^-^n^jCDeSc^^i!?^^ — ^COS-7«fl)3S (ATCC CRLIGSD iZa^AbThh 
itirii^(D—mi^%m l:<VyX--(>-^i7U^ '7i^y l^-^J-^-"^ (Metho 
ds in Nucleic Acids Res.) . CRC Press, p. 283, 1991] Srfft^i. ^(DSttSr 

yX'^ >'^^U^ y^-T-^y \^-^J-^)—^ (Methods in Nucleic Acids Re 
s. ) , CRC Press, p. 283, 1991] . ^J^i^y a >^ IXuiy—^^ > ■if • 

-Thi^HTt-Jl/- 7;^J5=^a— •:t:/-it-rx>X [Proc. Natl. Acad. S 
ci. . 84, 7413 (1987) ] #75^$.tf^nSo 

^i7^-<DmAm. mm±m^<D\ih<m^(Dmm-immi (5) \z$^m<D 
^^^wjj^fe (ELisA^i) m^z^r)m^-r^z.izf)^x^^. 

(9) \^h<ttfii^<D^^ (XT— y;w) ^^ii^zsm^mm 

HuBB2 (3) (D\ihm^?^^m.i^f^m^i7^-:ii^xsmm2 (?) c^^th^c 
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W¥2-25789K h 5^/7 y d (Cytotechnology) , 3.133, (1990) 3 m 

MAti. •7^XS?2/0-kg\mm (ATCC CRL1581) , -^•^XP3X63-Ag8. 653«fflSa (A 
TCC CRL1580) . v t H P^^3l7C^|^me^ mTdWm^l^- t^T) ^i^m 

+)-'1'X>7. (Proc. Natl. Acad. Sci. ) . 77, 4216. (1980) ] , ^u/HYB2/3 
HL.P2. Gil. 16Ag. 20MflS (ATCC CRL1662. ]^T. YB2/OiMflg<i:l5^-r) %75^'a&tf6 

muzm^-^ nx l ^ ^ iZt^e l ^ , G4 1 843 u:fCS Sr-g-trRPM 1 1 640mmz ^K>m 

R-r^o m^nrzmn^mm^mi&^x^m-r^:zizxm^m^iz\z Htm^ 
^^mmm-^^^:it^^x^^. mmm^<D}^Httfi<^(Dmmm$zi (5) 
iztmcDyjmr^^iz^Kimi^r^o ^tz. mn^mmt. if#^¥2-25789i(cw 

^ ±# $ -fr ^ :i <i: Ti^'-lr # ^ , 

^^tfj^X^^ [yy^i^^^X (Antibodies) . A Laboratory Manual, Cold 
Spring Harbor Laboratory, Chapter 8. 1988] „ ^/t. ^Ofdjt;, 

*fMb;tt hfbifL^^OHil, L^*^(.i(^tit#:^^^^<D5^^a{i^ jjfij 
7^U;i.T5 Hy;i/mm*»I (SDS-PAGE) (Nature) . 227, 680, 

(1970) ] ^^:L7.^y7UvJ-^yTxk [T>^4^7=VX (Antibodies) . A 
Laboratory Manual, Cold Spring Harbor Laboratory. Chapter 12. 1988] ^ 
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(1 o)\ih<mi^<Dmm:^m 

^mi,zmM-r^^mf}mt/v^x$>^rzib. \zhWP^x^^m^^^-^-r. ^ 
<i:>%^ifi3sm\zt)tz^^mr^^zt.iim^-^t\^. :*:^Bjcot: vwL^mm. 

-v-)\^m(j:>immz'mm\^x^M^immMmt.'t^. ^fz\t. th^btrc^: 

tfmiftJl^irjt^L, t h{btn:#:^0. l~20jng/kg/BS^-r'5o 1 010 

(1) -:$^mmii^mm^^^-<Dmm 

HIIIH2 (2) . 2 (5) ;}oJ;tX2 (6) \zmm<D}i hi^X^(DW]<^<Dm.i^$>^ 
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^^:f)^U^h(DX'hm^^^:it^i'T:^^. m^lt. PAGE107 [-^-(h^^/Ui^ 
— (Cytotechnology), 3,133(1990)] , pAGEl03 . . 

hU-aBiochem. ).10i, 1307 (1987)] , pHSG274 [i^->(Gene). 27 . 22 
3(1984)] . pKCR [>^ni/-x^>^-:t:^-if .^^v-a^h;!.. T:^^^Z.^ 
:/-1j--rx>X(Proc. Natl. Acad. Sci.U. S.A. ). 78. 1527(1981)] , pSGli3d2-4 [1^ 
-r h -7^ ^^7/ p^;;_(Cy to techno logy). 4. 173(1990)] m^^^lf^n^^ — *^Jr[ 

K<£r3-H-r^cDNA^%^ffl-;^^-{C}fAT^;ii:-Ir-2^min:^^^ifflflS^tC 

K CDTMtCj^ AT -5 d ch {3<k D . a m<D-:$immi^^n - K-r -5 cDN 
-^mmi^^n- H-r>S>cDNA«, VHSm- Ff-ScDNAtVL^l]- HTScDNA 

^It-^mMTI'. M^tiPantolianobtCcfc D^K^n^fecO [/N'-f :r-ir$ x K U — 
(Biochemistry) , 30> 10117(1991)] $>^l^it^tl^^^vrzh(D^m^^^:i 

tufB3 (l)-e^i^L7^c-2^m*ri#:^ii^^>$7_^xl/i7 hn4tP-->3>^i 
[!^r?i¥2-25789K ■t^'-r h 7^ 5^ / o >?- (Cytotechnology). 3. 133 (1990) ] m<D 
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:^mM(D—:^mtfii^<Dmm^^z^mm\t^j>^(D^mt:m^'^tDii:^zt{z^ 

mi9ym.m\z<kK>m^-r^ztf}^x'^. 'A^^xtKm-Ty ^ -7-^—^u^h^=7 

\z^K>m^-r^z.hf)^x^^. m^mm.<D^^)-:r^X'?mm^tmm-^ 
n^n.e:>\t. "^(Dmmzmm^-^Bv^^^^. m9\-mM\z^ri^i^-r:b^ti 

ti^x^. 'A^^xWTy^=-y^^-^n-^h^''^y^-hL<\-i.^-t>^^^ 

p-7 h i^^y4-^rc\ty)mm^m^7-r^ :inz^ Dm^^r^ ;i h^^x^ 

^LT, nn-^fitz-i^m^^o^^mtmui (5) \ztm.<D:)5mmz^r, 
m\^-t^z.iif)^x^^o 
(3) -i^mtjiW<D^m-^tk 
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f#e.nfeeS[^VHi3j;t>'efi:^VL^Z3-HT'5cDNA^iiWci:^:^ffl^/7^-fCjf 

A-r ^ c i 0 '>*x :7 ^ H ^^^bin:^*:H^%:^^ ^ ^ - *5 j; uc>? ^ -7 ^' 

PAGE107 C-tJ-^ hT^i^y Dv—^y to techno logy), 3^133(1990)] , pAGE 
103 [i^r-^;U-:ty-/t-l':t^5X -(J. Biochem.), 101^1307 (1987)]. 
PHSG274 [v-XGene)^. 223(1984)] , pKCR [zfui^-^^ >^ • • 
if • :^'>^:^;^ • yti'f^— • ^t:/ • it-f x>:7. (Proc. Natl. Acad. Sci.).78. 15 
27(1981)] , pSGl/3d2-4 [1^^ / Dv—(Cytotechnology)^, 173(1990)] 

bJri^LlI^ii^ ^ ^ - *5 ct X ;b :7 F ^^{bJn:#:HlI^Jg^ /7 _ 
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2-25789K 1t-r / D S/— (Cytotechnology). 3, 133 (1990) ] I^CD^tilCck 

^^^^-(7)mAm. mm±mm\z^^n^i^7.)vy^ \^^^^tm.m%k$>^i.^ 
itz^y.)vy^ ]^^^itmi^im<Dnmitmmi (s) izmm<D:^mmz^Dmm 

zj^mm\t'j^m<Di^m^m.^'^t7^^ :z ti.zj;:r,m^-r^ z. t'f)^x^ mpi\t. 
i^7s)vy^ V'i^^it^mmh^^Ati:^7.)vy^ \^'i^^im.m.mij^^m^\z6^ 

^^^7L. mi^mMi,z^r,^i^-t^:zt^ix^. 'Ai^^i:^m^ a-^ h ^^y ^ 
- ^ -5 i \ty)imm S: HfT-r ^ Cl t IC cfc D jlfijcf ^ C i T^tT # -5 o ^^ttT $> 
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-^KJUV— (Molecular Immunology) .32,249(1995)] l3cfcO>'X;W7^ 

(3) >^x;i/:7^ K^^<t:in:#:co^ffi:^^ 

t^m^mmizni.. vX;W:7^ n^^fbia^^^^O. l~20mg/kg/BS#f -s^ 

IBl® (miHlS#^rclS]gBS^) *fc«rBmWtClMFHl{31~3[s]. 2, 331 
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^itt^vtzm:. ^^mmm^mmmm (i^bsa , o. 02j;edta , o. os* Tz^it-r 
hu '^A^'^tfPBs ) t^E\zmm\^. 1 xio^ ~2 xio^ fls-Totc^ffi-r-So m 

sBl (4)Tt#e>n/iJn;fc: hIL-5R a=E / ^ n-i-)l.tiii^m^/\^ ZfU H-TCD 
i^at±?*, mm2 (9)-rf#€»tlfcin:t ML-SR a h hYfc:tr[#:?^Mfe«lt5fc(?5^«± 
m. *'5Vi«HulBl (6)feL<«2 (9)Tf#6tirc3itM*fi<*:, ^fe«^»Mtn:{*: 
i&^^co::^^ (^^in:#:& : ^l?g5j^:MTiJ 1985^) Trb:^^>7^j:,HOig^?^^ 

'b<DSr2O~5O0 m1 -To^^aL. ^}^TT'30:9-^Sf&$i±<5o WIB 1 (4) Tf# 
e>nfc-7'^Xin;t ML-5R a^y ^ D-:h;i/t;t#:]^^/\-r H— V(D^i|± 
m. HfiEe2 (9)-ef#6nrctf[t ML-5R ab h^t:ia^*:fl?Mfe1^^^-5>t.itittisBl 

(6) L< «HuSH2 (9) X'n^nrzmmmi^^^ft^^itrzm'^. ^mmrm^^ 

^m-vm^i^rzifi-^^T.^ M.y ^uzrv >tfi^. iti^^y ^u-f^j^m 
50-500 fi \ -f^i^mi^. ^^T-vio^mmytvxKj^^^it^c Fm$,^\,^t 

feffl^«S:50~500 fil ■rz>^&i.. *i^TT30^rBm^UXJSJiS$-a--5„ 

(2) tab HIL-5R atjtf*:^ffl life k hIL-5fe#t4m(7^tgmifl]$iM^ 
ttbtli^ctab ML-5R air[f^C0*#iS't4PJ.Sf^ffi^^-rfcS6(I. b ML-5fe 
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CTLL-2(h5R)fiHiaiX10^M^50w 1 <^IE#ltlfelr!S^ LT96'^ niJl^^^ffi y ^ 
-hiZj^ii-r^. eiCltCHiiSBl (6)feL<ti2 (9)Tf#bn/i:0. Ol-SOMg/mlO 
^Min:#^Jg^^25MK $^tCO. 4 ~40ng/inl <Dh hll-^^^tSJE'^mm^MpLT 

coj-r >^i^-^-4j. 37t:, co^ 5%m.mTT'24'-72mmmm-r^o ^m^. 
^)vti^>^^ ^^^^^lO/^l/'>x;^T•^IP^T;5i^, 3 ix:. co^s %m 

U-^-Emax W^zi. XftM) {CXiH^U, (h5R) 

(3) irih ML-5RQ!trE#:(CJ:'5 t h$f^S^CD^#}rp$i| 
^^U^:;!/^^^^/^ (polymorphprep . -n^-^K^tSS) n — 

;u (percoii , yT)v^i^7^±m) f^E(Di^m(Di5Lm'Mmmw^m^^-z\LV 
L, 96. 4%^^\^^t.2AO :jL)vmmmmm-/i^-\^[z. ni^ntcmi^^x xic 

^\zmX^o $^{3Msei(4) Tt#€.nrcifLt ML-5R a^y ^o-^;i.tjt#: 
^^/\-r:/U H-^<^^«±tf^^li«HflgB2(9)Tt#Cnrc:JfLtihIL-5R a 
t: h{t:tn;^jg^J^SfeMt*COit«±m, ^^cJ^Wfe 1 (6) *'5li«2 (9)Tf# 

•7;i/h • ^Aif^fefi (^fefe(Z)f-tT : Eft^mHS^^^M: 1988^) ^^j:^- 

(4) ^ /^0-:h;i/taf$:{cJ:^shIL-5R a^M 

tijiai (6) 2 (9)T^#en/iO. 1-50 g/ml (?)3^Mtn:#:^-:;^tn: 
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i^tLX-^^U—hn— hi.. tuBHld) xm^ytltz 0. 1 — 10. OOOng/ml (7D*tM 
shIL-5R a . L < ld:t: hjfiimTS:^: (?5^{*:^SJ&^-B:'5o ^ 1/- h Srck < i5fe# 

tji^tvxmmiyrztri\^h il-sr atR^iii<tmu^:i^\^\ — y^isiii-r-stab 
h IL-5R atfO^^Kft^-^-^tzm. mm<^mz}tcrcKJt^^ntio o *fMshiL-5R 
\.zM-r^^m^^htiz^mm^m^. 't^#:4'<Dsh il-sr mm^ntti-r^o 

(5) ^ai7.^>-:fuyy^^ >^mz^^ shIL-5R a O^^tti 

fitsSl (1) Tt#^n;t3|ti!ishIL-5RaS:SDS7}?U7i7U;i/TS Hmm^Kl (SD 
S-PAGE) tCct D5^1iilt> H^U7=>'>':7jU:tU mT. PVDFMtf^F-T 
(5U>}?T*hM) ] t'fe^^-r^o l-\0%^Skm7)l^^> (BSA) ^-^CfFBStZ 
S LT 4 "C tZT^^ifeS P «y ^ >y^, 0. OSXTween^-^tfPBSlCT J; < gfe 

^-r^o ^pvDF^^&BtiiB 1 (5) T:t#^nfc;w:/'J H-x'(Z)it«±m*'&vi« 
tfjasi (6) xn^nrz.mntni^mmizmMX2mmmiV. o. osuweenSr^trPB 

s{cTck<?5fe^-r^o ^\zm-m.i^tLx\i:^^>. mm. itm^^mn. n 

ij >tn:^*:Sr^tf^§?g^{C^PVDFI^^^iaT 1 I^FBlilU, 0. OSXTweenSr^tTP 

(6) shIL-5Ra<D^^j5tl^ 

96 ^:r.)l<D ELISA ffl hlCirt^'^X-r A/ i^DT/U >tn:^ 

S-SlitStri^iy h-r A/^^oyj >trLfl5:SrPBS7^d:i:T- 10-1000 fg{C^S^b:t'fo 
(^$r 50-200 // l/'>x;i/-r:P5^aL. l^$>^t.i«^iat3T 2 B^ram 

±J5cBLTPi^«$i±^o PBS {CTl^yV- 1-1 0 % CO BSA feC <h* ^ 
^ti PBS rjiii^ 300 M 1 /'^x;W-ro:J^j£LT4'Ct3T-Bfe^^(/i}S^^aHT 

30 ^u^nm-i^x-^fuy^y^^noo pbs icTi^yi^-h^^m^, tuiEi 
(5) xni^nrz/\^^^) )^~--^(Di^m±m$>^^^itm$^i (6) Tf#^n/t 
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l^m^i^mm (O. 01~50 ^ g/mO ^ 50-200 m I/'^xJP-ToJpA, 4'C{3T 

/ishIL-5R l%BSAS:#t^PBS7^i:i:T0. 1-100 g/ml (7)^g^{C#5^U^cfe(?5 
^ 50-200 M l/'>ai;i.-r:P:^aU, 4'CT-l!Jfe^^&$-a:So ^yp-h^ 
0. 05XTween ^^tS PBS ?5: i:Tgfe#t^. 1 - 5 mmm(D SDS-PAGE ffl-y->y;i,;NC.y 
^7-^ 50-200 (I lX^::^}l'r^^tiL. ^i.y.±^UX^mto-r^. '^^^ 

izft^c PBS X'^wiLtzm. mmm^ i u->mrzKi 5-25 1 -r-zp^jo^T sds- 

PAGE tCckD^St^. ^fe«t.iPVDFM?^cC<if{Cte^^fTe.o ^PVDF^i£MIB5 
(5)t3^L/icfce»;^cC:^feT"j7xXi5'>:/D«y5^^ >^f^^m^^ shIL-5R aSrl^ 

B M CO ^ ^ /^J 

^liati, y^X5HpAGE210 «iifi!cX@^^LfcI2lT'^^„ 

m2g|«> HpCAGGS-h5R. 25 $iJPSitfeia2rS^ U^|2I-Z?*;5„ 

m3S«, HpAI234(DiSfi)cX@^^L/cia-^feS. 

m4^iS. y^X^ HpAl230(7)iafi!cIig^^bfc^T?^So 

^5 0^, HpAI282<Z)ig^XiS^^L^cBlT$>-2>o 

I|6|E1«, y^X^ HpAI283*5j;i;ipAI285(7)itfi!cX^$^b^c0-e*'5o 

^7gl«, HpAI284*3j;U:pAI289(Ditfi)cX=g^^L?t0T'$.'5. 

mSiatS. :/^7s^ HpAI294*3j;D^pAI295(7)iifi)cXig^^UfciaT^^o 

^9S«. y^X^ HpAI299*5J:tJCpAI30lCDiafiKXS&^L^ciaT^^o 

miO^JS, T'^X^ HpAI292(Digfi£x:e^^L^c[gn:^-5„ 

milium, y^X^ HpAI297(Djas}cXiS^^LfciaT^-5o 

lll2|gfS. T^^X^ HpMKexl©iifiJcX5gSr^U7"ciaT^-5o 

^I2m\t. -f^X^ FpAI2630jifi£Xig^^b/i|glT*-5o 

mi5iaii. y^X= HpBSAOiiJ5KXig^^b;^ciaT-$.^o 
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miSiati, y^T.^ HpBSK-H<Digfi5cXigSr^U^iaTab'5o 

mm\t. -f^Ts^ HpBSH-SAi5cfcZ>pBSK-HACDjiJ5feIigi£^U^0T^^o 

m20m\t. y^X^ HpBSH-SAE*5<krJCpBSK-HAEcD)gfigIig:&^L/!:iaTr$.^c 

^210«, y^XS HpBSH-SAEE43cfcZ^pBSK-HAEECOjij5£Xig^^L>cia-e^ 

-So 

^22igiS, HpBSK-HAEESal(DjfifiJcX5SS:^b^iaT^-5<, 

m2Zm\t. y^X^ l^pBSX-S<Djgj5)cXig$:^LfcHT$>-5o 

^24^1*, 7^^7.5 HpBSX-SAcDiitfiXXjg^^bfcig-e^^o 

II2501S, y^Xa HpBSSC(Ditfi)cXig^^b^|l|-e^-5o 

m26iaii, y^XS. HpBSMo(DjgfijcXig&^Lfciatr^'5. 
II2701S, HpBSMoS03fiJ5)cXg<&^b7^:^TS»^o 
m2%mit. HpChiIgLAlSOigj5feXig^^Lfe0"t?$»-So 
II29^«. HpMohC/c©3gEKX5gS:^L^^T:a5-5o 
^30ia«, FpBSMoSalcDifi^Xie^^b/z0T^-2)o 

HSliat^, y^TsS. HpBSMoSalSOjfiJSKXgSr^UTSiiatf^.'So 

1132^15, T'^X^ HpBShCr K^ji^XieSr^LfcEIT^^o 

mzmit. ^^7.^ HpMohCr l<^ii^X5SS:^bfcEIl?*-5)o 

m34S«. y^xs HpMor iSPcD3g^Xjg^^b;t0T^^o 

Il35ia«, y^X^ HpMOK r ISPCOjgfiKXig^^bi^ciiaT^^e 

^3601^, yy^^ HpKANTEX93CDjfi^XiSS:^Ufe0T*So 

Il37|gti, T'^X^ HpKANTEX1259H(7)jgJ5KXjgS^L;'5:iaT'^^o 
1138^1^. HpKANTEX1259(^iifi)cXiSS:^Ufc0Tfe-5o 
msgglfi. tab h IL-5R allt h^^^^in:f*:KM1399 CD SDS-PAGE (4-15% 

KM1399, :^m<D}itm^i^-7-ti-. \ f)^mm9 (Dmwj/^^->^^n^n^ 
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To 

^AOm\tM\z h IL-5R alI-7'^Xtn:<*:KM1259 tm\^ h IL-5R ailh hM^ 
^^^^4:KM1399 cot h IL-5 it h IL-5R amC0ig^{Z^^T-5[?a«?£'|4:^^-rc 

^41 }^pT1259 <DigfiKXiSS-^LfcigTfeS„ 

ll42ia(i,y^X5 F PT1259 ^ffll'^fctat h 1L-5R allt f-M4^^ ^Jri^:© 
-aat4^^t::=fc'5ffittM^^-rc «IW{Ct h IL-5 i:t h IL-5R a|HcD)^-g-{c 

mumit. y^X^ HphKM1259HV0(7)igfiKlig&^Ufc|gT*So 
^44ig«, y^X^ HphKM1259LVO(Djffifi)cIie^^U/!:0T*-5, 
m45ia«, :/^Xa H PKANTEX1259HV0 COjij5KXg&^L/tE!-T:-$)-5o 
1146 Ulti. H pKANTEX1259HVOLVOOjfifi5cXa^^LfeE|-Zr$.-£.o 

^ 47 EIti, titt l> IL-5R alfit CDR ^ffita^^ KM8397 (D SDS-PAGE (4~15!i; 

{HiJ*t5l7C^^^T^n^*nmm^«jSrffofco M tS^^^m-^-tl-. l T&t kM8397 

|g48|§I«.in:t h IL-5R atSt HS^^ ^irC^: KM1399 itrit H IL-5R a^t 
CDR^ffitrC^^KM8397 C5t h IL-5R (xm\Z%it^m'^m^^^t. mm\t\i 
h IL-5R amiC^-rS^^?S14, ^ttlim<*:iiS^£^n^*tl^-ro •75tKM1399. 

o*^*KM8397 <?)?gi4^^n^n^-ro 

^49 m\t. -]^^%m.^m±.m^<D^m^w^-^j3 >cotn:t h il-sr am 

t h^CDR^1jttrL<*:(^t h IL-5 iit h IL-5R alKDj^^lC^^-r-Sffi^lStt^&ff 

^^trE#:KM1399 100 <Ji LfcB#(D+g^S14MS:^n-6n^-ro 

II50I1I«, 3m»iL;^^aa:^/t-i^3 >COjrit h IL-5R afit hS^CDR^tt 
^<*COth IL-5R all(r^^-r^^^?£14^^-r» ii^*fi«th IL-5R amtc^f^r 

^^^fStt, M$*«iH^a,g^-€-n^*n^-ro ±i^<D#7&tKMi399. 0;!>^*hv. olv. o. 
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■ t^^HV. 2LV. 0, DT^tHV. OLV. 3, At&^HV. 3LV. 3. T^C0#7)t KM1399, Ot^^ HV. ILV. 0, 
HV. 3LV. 0, ni)^ HV. OLV. 4, Af}^ HV. ILV. 4. AfA HV. 2LV. 4, X^t HV. 3LV. 4 

m 51 mit. y^x^ H pBShc r 4 (Dm^nm^^vtzmT'^i^o 

H 52 m\t. ^^X^ H PKANTEX1259 r 4 *5cfcZ^pKANTEX1259HV3LV0 r 4 CDig 

m 53 t htr[#: IgG4 it^^ ^XCOtat h IL-5R t hM^^ ^iri'i^m 
KM7399, t Nirii^ IgG4 ^XOh h IL-5R a^t CDR ^ttta^: KM9399 

o sDs-PAGE (A-isx^^i^jLyhyji^mm) <Dmm.^9}/-^^->^7R-r. & 

5^^^-*-. 1 7)^'KM9399, 2 7:?UM7399, :^m(DiA^m^^-^-tl-. 1 7!>tKM9399, 
2 75^'KM7399 C7)^«J/'^^->&^tl^'n^-ro 

H 54 mU. t h^f*: IgGl U-y^^^XOtrCb h IL-5R hM=^^^^tiT:#: 
KM1399, t Ntri^*: IgG4 -y-T/i? ^XCOjrCk h IL-5R a^h ^ta^*: KM7399. 

t hta#: IgGl 1t>^^^X(7)trCk h IL-5R aMt CDR ^^itri^*: KM8399. t h 
ir[#: IgG4 -t)-:/^'^X(DJak h IL-5R alik CDR ^mtfii^ KM9399 Ob h 

IL-5R amizMr^f^^mi^^^'ro h il-sr amizMt^m^mii. 

mmitini^mm^'^n^n^-ro 07&^KM1399, •75^KM7399, □;&tKM8399, BT&t 
KM9399 (Dmi^^^n^tlT^To 

msmit.mt.hii-5K a^j ^ u-'y-)^^m}K\i'^i. KM1259. kmusb. KM1399, 

KM7399. KM8399*5<=tr/KM9399COk hIL-5R jtfeT#ACTLL-2ifflflai:CDjSJ^:;'|4^ 

^56|gii, JrCt: ML-5R a D-:^;W^f*:KM1257. KM1259, KMI486, KM1399, 

KM7399, KM839943ctrXKM93990khIL-5R 3tfe^^^iACTLL-28BHacOIL-51&#'lt 

ll57BItJ, irLt:hIL-5R a^y ^ P-^;i/trL^KM1259(Dk S^S?S*<i:<?5j^f& 

115801*. tat: ML-5R a ^ 7 □-:?-;i/tr[f*:KM1257, KM1259, KM1486, KM1399, 
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KM7399, KM8399*5j;rjCKM93990h K^^#«I$iJf^ffl &m^bfci^m^^-r, 

Il59|gii, iakML-5R a ^ y ^-:^;^t^t^*:KM1257feJ;t^'t:^^>11i§| 
KM1259lCcfc'5nJj^14k ML-5R a^m^^izMLxmiLfzi^m^^-ro 

MfciML-SR a^y ^n-±)ltn.mmi. KM125943ct;DJKM1486 

^ffl i fcsh I L-5R a CO^S^I^ ODi^:^ Sr^T . 

^m^mm-r^rzi!b<Dm^<Dmm 
mmmi 

m'^mmm^m^^ ^-mE207 (t^m^ 6-46841) i: pagehs mmw^ s- 

205694) 2:ffl^/iT. Rji^SfflliSffl^lS^::/ ^5^— pAGE210 (Dm^^ (D ^ iZ^T 
•ofzo 

y^X^ H PAGE207 fe-Sl^i^ pAGE148 O 3 // g lOmM hUX-J^^ 
(pH7. 5) , lOmmt-^^^i^^jU. 50inMitYb± h U '^A^SctrX ImM 
-ih-)]. (ii^T> DTT i^i^) 75^'=>;^j:^^«f^30 M HzmMV. ^^iClO^fi 

Xmm^fttZT^i'jiit^, PAGE207 SV40 CDlOMyn^— 3^ — <i:X>/\>li- 

hp tl^o) imStfe^Sr^tf 4. 7kb DNA l!|fr>t^*5 0. 5 m g , pAGE148 tS^ 
etSvh HoU^Mtc^^ (JKJLT. dhfr tl^^o) jtfeTSr^tf 4. 3kb (7) DNA »f 
fi^mo. 5 w g 

^(D^OiZLX^i^ntz PAGE207 CO Clal-Kpnl e^M" 50ng t pAGE148 (D 
KpnI-Clal m}n bOng 20 u 1 CO T4DNA U ti^«?S [66inM SUX-j^^ 
(pH7. 5) , S.6m}imf^^^iy^A. lOmM DTT 0. ImM TT^yi>>H'J> 
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^ (OT, ATP ti^^o) f}^ibu^mmm. &.ymm] \z^mL. t4dna u;^*- 

;iOcl:-5twUTt#e>n^m^:iy^X^ H DNA S:ffi{^iT;^j!iM JM109 m^mU 
tfK^l'. H 1 latC^bi^y^X^ F PAGE210 S:f#/c:o 
(2) shIL-5R amm^^^-m^^B&^tVrz. shIL-5R a cDNA <Dtl±y h 
it 

shIL-5R a^^^^^— :^^(7)feJi6shIL-5R a cDNA 5" i5cfcU^3' ^^f^lR® 

m<D^^. mzsizmmmmmwtn&m<DmA^&.Tiz^-r^mizm^ pcr ^ [ 

:^T'7^-i' X (Maniatis) ^lift. • ^ n — ^ (Molecular 

Cloning) , 14.2. Cold Spring Harbor Laboratory 1989 ^] ^m^^X^y-Dfzo 
y°^X^ F pCAGGS-h5R. 25 \t shIL-5R a cDNA ^^<c^^<D-/^ X ^ H pCAGGS 
(Gene). 108.193(1991)] ^zm2miZ^-r^z>iZ^X^rirzh<D-C$> 

341 (1992) ] o ZICD pCAGGS-h5R. 25 CO 3 At g 30 m 1 <7) 50iiM hUX-i^g? 
(pH7. 5) , I0m}imt^^^iy^2x. mm mit-T h V ^ Aii^lMiM DU tS^^ 

r^^mmmizm^. m\zio wi<z) ecori ^ad^t sTr-zr 4 strB^s^&^i^fco 

^R}t^^^T:»U'-7.M^^W}iZT6^m^1^. shIL-5R a cDNA ^-^tf 1. 4kb (D 
DNA 8ffM-Sr*«jO. 3 p. g lUiRbi^o 

;^l'±fBT-f# "^n/r DNA mh- Ing ^ so ^ l pcr [SOmM mitt! U 

A. lOmM h UX-J^^(pH8. 3) > I. SmM mt-^ ^'^^-i^^ A. 0. 2inM ^^=^i^T 
^V->>HU>^ (J!^AT> dATP iil^e*) . 0. 2inM T^^^i^^T 7 >'>HU >^ 

(J[^;T. dGTP (hV^e*) , 0. 2inM y':t^->>^ hi^>E.^J >m (OT, dCTP <i:lie>) , 
0. 2inM T':^=^ri>f^^>?>HU>^ (^^^T, dTTP tl^^o) ^^i^U^mmm'] izm 
mv. SOpmol OBB^J#-^ 1 tC^L;tJ^«ga??iJ$rWr^-&fiKDNA *$J;U:g2^J#-^ 

2 t;^L;t^*gS^iJ^W-r'5^fi£DNA [i/i-Tnfe S»3 DNA ^0^m ; 380A (7 7° 
H • /nW :ti^X7^AXS: ; Applied Biosystems Co., Ltd W ^^^^X^t 
0^i^fz'h<D. m,Tmm] . ^^lZ^>h DNA iJ^'J^^—- tf [-ji — r>:J^^> 

H • /W^t^jj^^ hU—Xa (New England BioLabs. Inc.) J^XTWiW 1.6 
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m{iS:iQ;^T, 94*C-ei 55t:T'2 72'CT 3 ^mf}^^tJi^-m<DK 

^&^#TT/^-^> • x;UV-aM DNA '^-•7)l^^^^-^m^^X (OTIWI 

UX-ii^(pH7. 5) , lOOmM i^'fbx'iJT'^^v-'^A. SOOoiM J^{b:^ H U A:feck 
lOmM dTTA^'=>U^^mm2 fi I . S (i \ O^StK, 10 ^{4 (7) Hindi 1 1 ^jljp^ 

(Maniatis) ^ 1/^^ ^— • ^ >^(Molecular Cloning) . E. 10> 

Cold Spring Harbor Laboratory 1989 ^3 JCck D DNA tIffH-SrSJR L, 20 ti I <D 
20inM h>JX-*^^(pH8. 5) , lOmM tt>fk-7^^:?^i/r:7 A, lOmM J^Yb:^? U A^D^kO? 
ImMDTT ^^^ti:^mmm\znmmV.M\Z\omiii:(DMmi ^rSnATSTrXM R# 
Fb1R|&$-&;^c:o ^;^JE&ISS:T;^;D-xmM*»llrct05i-®?^. 1. Okb (D DNA Rlf 

H PUC19 iyT)V-^i^T • AW^^t^^^) 3 m g ^ lOmM hU 
X-:^KE(pH7. 5) , lOmMi^ib-^^/^v^^A, SOmM Je{b:M- U A^Bctt/ ImM DTT 
75^^75:-5^«?fiE30 Ai I izmmV. Hindi 1 1 10 ^^ii^iPAT 37^T 4 P^FbIJ^^ 
^•a-}'^^, MS^Sf^cJ:Ox^y-;i.j^^{C:^0 DNA J^itSrlsIiRL, 20inMhUX 
-:^^(pH8.5) , lOmMmt'^^^i^'yA. lOm mitti ^) ^ Aii^ZS imdU f)^ 

>^r^^mmm3o u \ iznmmi^.miziomiiKDBajani &ip^T37*cT4 b^FbI 
Kft^-^-itfzo ^Kjt^m^Tii u — xm^'^Wiizj^K) ^mm. pucig co 

Hindu I/BamHI »fM-^*UO. 5 m g IMiRUfco 

pUC19 (DHindin/BamHI »T>tlOOng i shIL-5R a cDNA Kff 50ng ^: ^ 20 m 
I OT4DNA Vi^—ifmmmizmmV. T4DNA U;^-- tf 200 mi^^^U^. \2X:-C' 

i^mmf^^Kjt^n^fzo ;icoci;^t3bTf#e.nrc«a^Ay^x5 hdna 
^^T±mmmm m^mnmmi.. ^3Ei(^^b;rcy^7.^ hpai234 ^mtzo 

(3) khBl^14lL-5R a^m^^^-(Dm^ 

^li^Jl(l) Tf#e>nrcpAGE210 (DHindlll-BamHI mfitli2) T^tbtlfc 
pAI234 0shIL-5R a cDNA ^^tf Hindi 1 1-BamHI Wi^^ h^mi^-T^ :i tiZ^K^ 
shIL-5R a^3^^^^-pAI230 (T^m^^OTOd: e» {Iff o fco 
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PAGE210 (7)3 Aig ^ lOmM h U X -Jg^ (pH7. 5) , lOmmif^^^iy^A. 
SOmMJSib^ h U '>A*5ckr>' ImM DTT ^^<^r£^mmmi(i ti I {3tJP^. Mf'lO^ 
feCDHindlll ^JUn^T 37*CT' 4 mrB^Kf^^-^^fzc mKJt^m^^ Ji^ y 
IZ^KidM Plff>T-^IeIiRL/. ZOmM N U X-Jfi^(pH8. 5) , lOmmit^^^i^^J^. 

\mm\:i:^j^A^j:u\m dtt f)^^tii^mwimzo p. i iznmmv. mic lo 

mtLO) BamHI ^i]P;tT 37"CT 4 B#rBl;^^&$-b!:/!:o ^;^JS£;?^SrT;^/D-xmm^ 
iftiwckD^^llII*, 9. Okb (DDNA KfrM-^*5 0. 5 ;i g leliRL/co 

PAI234 CD3 Mg ^lOmM h U X -Ig^CpH?. 5) . lOmM ie<b-7iy;^->'t7 A, SOmM 
i&<t::^^'J'>Ai3ct;t^'llnM DTT f)^'^f3i^mmm20 n 1 ('An^. MtZ 10 ¥{40 
Hindlll S:JD;^T37'CT4 l^tFB^J&Jr^^-&fcc I^^Sit^j^ck 0X^5^ y-JUJt^tCct 
D DNA K/rH-^lHliRL.20mM h U X - Jt^^ (pH8. 5) , lOmM Jt^Ybx'^:^ ^ lOmM 
itib;^ U •^AiSckO^' ImM DTT f}^ibU^mmt&20 n I tCSi^^l^U. KtZ 10 
(7) BamHI ^Jp;tT 37'CT 4 litrB^J5:jS:$-l±fco Mj^^&tg^T:^n-x«m#:iftl3 
1. Okb CDDNA S|F?>t&ij??jO. 3 m g [HiRLfe, 

;^f3pAGE210 CD Hindi! I -BamHI llff>T- 300ng i pAI234 CO Hindi I I-BamHI 
50ngch^T4DNA U tf— tf^«?t 20 /x 1 \zmm\^. T4DNA >J :^*-if 200 ^{4^ 

ip^> i2t:T' i6Bt^l^^;S^t;^fTofc, cicOcfco{iUT#^nfc^a^^y^7. 
^ K DNA ^m^^x±mm JM109 m^mn^^L. m4miz^\^rzy^7.^ h 

PAI230 ^ft/to 
(4) ->y±;USe^iJ(D54:'^ 

shIL-5R a(DW}mmmiZ^^m^&i}U^m^n'Drziib. shIL-5R a^zi— H 
T-S cDNA izmVX^(Di^^i-)[^mm(Df^m^iy^-)-)l^m<D 3' ^MU^OD 
EcoRV Ig^SB^JCD^A. i^t^iX'&fiK DNA ^m^^X}:! h^&n^}V^> [-^^ Jl> 
X(Science). 205, 602(1979)]fe^li«trE;^/>^U^>' H GD3 =^^^irE^KM871 
5-304989) <7)v'^*:h;i/v-i7X>X-s(DaC'^^JK;T<7)^)liat3tAeoTff 

^M^iji (2)-ef#e>nfcy^x^ h PA1234 (d 3 ^ g ^ lomM hux-mm 

(pH7. 5) , 1 OmM mt^ ^^i/'Oh.. 50mM ig-fbT^ h U •:7 A*5ct ImM DTT t^ii>U 
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-l±fcc mKft^m^Kf Ji^ y -JlttmiZ^K^ DNA »fM-<£[pIJ|XL, 20inM hUX-m 

^(pH8.5) , lomm^t-^^^^^^A. lOmumt-tj^jryj^^^uimdu A^thta 

^-fr/co ^S;rx*^S:y:trp-xmm^^c»jlCcfc0^il|^, l.Okb <D DNA l&rM-^*«J 
0. 3 M g iHliRL/Sio 

HpUC19 ©3 M g $r lOmM h'JX-^^(pH7. 5) . lOmMm-fkV 
^^:^'>'>A. 50lnMm<L:^ h U r^A^DcfctJ^ ImMDTT Ttt^ ^t^cC^MW?^ 30 w 1 
b, 10^<i<^HincII ^iPAT37'CT4 BtrBl^S^&^-a-fct^, ^J^C^^gEcfc 0 X^J^ 
/-;Utt:^(CJ;D DNA ^n-S:laIi|Xb, pUCI9 O Hind I »fM-^5^ 0. 5 w g IhUIX 

±gETf#;^cDNA Ing $r PGR 50 m 1 (Cjg^b. SOpmol (DBa^J# 

^2tc^Lfc:^SSB^JS:^-r^^fi)c DNA *5cfcI>'a23FiJ#^ 3 IC^ L>5:i^SE^J^ 
^T'S^fiJcDNA , $?,iC^>NDNA 4?'J^^— tf 1. 6 ^'fe$:i[I;^T. 94^:^1 

48*C-e 2 ^r^l. 721C-Tr 3 ^m^^fS.^-^(DKJ^.0k¥^yx 30 
<?)PCR Sli&S:ff o/!:oMJ^J5c;;fg?S:T:^n— xy;H^T:5^-lilt^.^0. 9kb <7)hIL-5R 
aCD-gU^n-H-r^ cDNA KlrM- 0. 5 g ^[sJJjXL, ^coe)-^ 50ng co DNA iz 
PUC19 OHincII KfrM- lOOng i: Sr T4 U ;^*-ifm«^S 20 m 1 T4DNA U 

tf200 WiSrAp^, 12"C-^ 16 Bt^1j^^JS;^;&tfo /cc ;i O J: o 13 L.Tf# b 
n^mt^^y^X^ FDNA S:fflt.^T;>vi^« JM109 m^J^Mm^V. mbmiZjR 
VtzZf^T^S. H PAI280 <£f#}^Co f#^n;ty^X5 HPAI280 O3 At g ^ 30 w 1 
<D \0m hUX-:^^(pH7. 5) , lOmM J^-fb N'i:/;^->r>A. SOmM Jfifb^ H U A 
*5j;t;^linMDTT ^^^f£^mmmiZl}a^.W.I,Z lOmiiL(D\b&l SriPAT37'CT4 B# 

U7.-^^(pH8. 5) , \omm<t^i^^zy^A. iomm<tiov^A^<i:xsimmT 
rBisj^:^$-a-fco mK}tsm^7iJu-xmm.mmiz^K)^mm. 2. skb co dna 
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— H pAI234<^3 g ^ lOmM hUX-ieK(pH7. 5) . lOmMJfctfb 
-^^^iy^L.. 50lnMit^b:^ h U "^AiScfcl/ ImMDTT ?>7i-2)|i^?^ 30 1 iCiP 

StC 10#{4cDXbaI ^JPAT37t:T4 B#ra^S:;^^^$-fr/^:o ^SJc&fScfc 0 
y-;i/^^tC<fcO DNA JIfrM-SlHliRb. 20inM h U X - i^g! (pH8. 5) . 1 OmM J^ftv 

Mt3 10 BamHI ^*P;tT 37t:-Tr 4 BtrBmjt&^-fr/ro mK^^m^m 

xmM^RUCcfcD^lljm. 0. 8kb CODNA 8lr>t&*!jO. 2 ^ g IfiliRLfeo 
^tZ PAI280 Xbal-BamHI »f)t 200ng i: pAI234 CD Xbal-BamHI 50ng <iii& 
T4 ^)-»-Mm.mm2Q u l T4DNA U;^/— tf 200 ^^i^tP;!. 12*CT 

i6B$rBl^'&Sj^::$:tf o/ilo :ioJ:^{cbTf#^nfcmM^y^X5 K DNA ^ffi 

(.^T^'cfli® JM109 ^Sfl^H^mU, ^5iatC^bfcy^X5 FPAI282 ^t#fcc 
:iCOpAI282 COS At g ^SOmM h U X -J^^ (pHT. 5) , lOmM tt>ft:vy^>'»j7A, 
lOOmM hU-^A^Scfct/ ImM DTT fj^^^t^^mmm ZO u 1 (CJPA, St3 10 

mfi(DEcoRV S:iP;lT37'C-e4 B#K^JC&$-Brfco ^S;^;;^Kcl: 0 / -;i.j5dlS 
tCcfcDDNA »fM-Sr[pIiRL. 20inM h U X - (pHB. 5) , lOaiM ^'^^i-'^ A, 
10mMitYb:^U'^A*5j;D^' iDiM DTT ?{)^ (^;^cC^)^W?^ 30 w 1 \zn^MV. 10 
¥{iOO BamHI ^iP^T 37'CT' 4 fl#rBlM^&$1t/c, mK^^W.^7i5u-7.nm^ 
mz^Kij^mm.. O. Skb cDDNA Elff>t^*«JO. 3 tig ©iRUfco 

Baa«j#^4, 5 (c^L^j^sge^i^w-r-S'&fife DNA o-en^n i ^ g ^ lo 

^. 1 <D^il7K{'?^^b, 95t:T- 5 ^relSP^L/im 30 ^FBl7iHj-T^ia*T<^Sl] 
U >^^ff o/to ^SS^J 1 (2) T:i#?>nfe PUC19 O Hind 11 -BamHI K^fM" 
lOOng . PAI282 CDEcoRV-BamHI 8lf>T- 50ng, ±IBCDaO Tx— U >iyS:fTofcgB 
^J#^4*5ckt^5l3^b;^c:teSg3^JSrWr-5^fiKDNA50ng i:^T4DNA U if 
M«r^20At i t::^»PL, $6tCT4DNA U:^-- if200 ^-{t^MX. i2t:-ei6B# 
FBl^^^;5jc;^ff ofco ::c0ct^{3LTf#bn/im^x.:/^x$ H dna ^ffli^T 

10 w 1 (Dmm7ii\zmmi>. 95*ct5 ^rmi^u/i^so^^'rBiT&^ttT^ia^T?^ 



41 



wo 97/10354 



PCT/JP96/02588 



^l^^--'J>^^fTo7^o ^Rjt&^tC SOOmM h'JX-i^^(pH7. 6) , lOOnM 
mt-^^^i^^A. SOinM DTT, ImM Edlkf}^f=>t£^mmm2.^ n K lOmM ATP ^ 
f^2. 5 1. ,^®7K9 M 1 . ^ T4 Tj^'J 1x^5^ t: (^rSiSaM) 

5 ¥{i€:»P^37t:T2 BtrsTJ >^fbSJiS^&fTofc:o cn<i:«giJtCg2^J#^ 7 *3 

cfcz>'8 (i^b/c^«Ba^ji£wr'£>'&fiKDNA?£^n^n i m g ^ lo ^ i cdi^ 

PUC19 CD Hindlll-BamHI KfrM" lOOng . pAI282 O EcoRV-BamHI KItM- 50ng, ± 
laOct e» (C|iMLfc^J5!c DNA S:^n^*n 50ng S: T4DNA U ;^-ifj^«^ge 20 /z 1 
\zmm\.. T4DNA U;^/— tf200 m^iSriPA, 12'CT 16 Bt^m^^SJS^frofco 
^<Dck^(CUTf#e,n/tffi^X.y^X^ HDNA ^ffll^iT^HM JM109 ^^fl^K 
^^b. lg6EI{I^bfcy^X5 H PAI285 ^f#fCo 

(5) i^^*:f-;UgB^'JS:eic^^U/c shIL-5R a^Sg^^^^^' — <D^^|| 

*J£^J1(1) T-t#e>nfepAGE210 OHindin-BamHI Wi^t.mMm \ T 
t#?>tlfcpAI283 fe^{.i«pAI285 (Dt hpJI^It IL-5R a cDNA ^^tf Hindi 1 1- 
BamHI ^rM-iiSr^^-T-S il <h{Cct 0 t N Rj^tt IL-5R a%^^i^:$'-pAI284 :fe 
ctrXpAI289 <Dmm^}ikT(D^^rirr-Dtzo 

pAI283 *3i:DCpAI285 C0 3 m g 5: lOmM h U X -J^l^ (pH7. 5) , lOmM 
^v-^A, 50inMit{t::M-U'>A*5i;U:iinM DTT j!)^e>7^j:'5i^W^K 30 m 1 trUOA, 
SfClO^^OHindlll ^JPAT STrX' 4 MJ^^^^^J; OX^S^ 

y-;Ui!tlSlwckODNAt|ffH-S:[HliiXb. 20mM h 'J 7. - (pH8. 5) , lOmMJ^'ft: 

^L, 5(C 10 mfeO BamHI SrJPAT STr-tr 4 ^J^^&?^^T 
:^D-x^m^»j[3J:D5>jllt^. 1. Okb CD DNA m^r^^ti^nm^. 3 w g leliiX 

PAGE210 (D Hindi II-BamHI »r>t 300ng i: pA1283 * ^ IMi pAI285 CO 
Hindlll-BamHI tIffM- 50ng t * T4DNA U :^*-ifli«?^ 20 // 1 tCjg^^b,T4DNA U 

;^7— tf 200 ^ii^flp^, i2t:T i6B#rBm^jSjrx^ffo/t„ cicocfc^ctxtfe. 
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nrcm^Ay^xs H DNA ^m^^T±mm mm w^wmmmv. mimiz^ 

Lfcy^'XS H PAI284 *3=ttXpAI289 ^tf/to 

(6) thiL-5R a h^^^u^ I) >^nmm.t(Dm'^mB<Di^m 
k h IL-5R a<Dmm^m^t}:i \-^^^u':fu >'^nmm i&.T. fc tmt) 

{^T. hIL-5R a-Fc t^-T) (Df^m^OTtC^-T^JlifC^Aeo Tff o fco 
b H^feSyD:/U >^^Mt^S:3- F:-r^cDNAtit hM=lr^ ^tn:#:H 
^^^>5,_pChiigHB2 5-304989) ±(Dfc: h IgGl H-T-S 

gP:a'S:fflVifcoS'r.pChiIgHB2 C0*«J Ing SrPCR j^W^^SOm 1 {C^^^b, BOpmol 
<Dg2^J#^l 0{'^LfcJSSg3^J<^Wf DNA *$cfcOT^J#-^ 1 1 {ZtRL 

/c^SSB^iJSrW-r^-^fiKDNA . $t>{3^>hDNA 4?'J^^— iil.6 mfi^^^JP;^ 
94'C-trl ^F^, 48*CT 2 ^T^. 72'CTr 3 5)-ftl75>e>7^^-]^ ©Sj^jJ^^TT- 
30it-r i^;KDPCR SJfSSrffofCc i^JfSiS^Tm. SSJi&^ 20 At 1 200inM hU 

x-:^g!(pH8. 5) , loomM mit-^if^i^^i^. mommtti V ^ A^^^zsiom 

^SM^^U-Hr-ScDNAS-g-t^O. 7kb (75 DNA Spirit 5:5^ 0. 5 m g IsIlRU^o 

^SE^j 1 (4)i?f#^n/:: PAI283 coj^ ing ^ PGR mmm 50 1 \zmm\^. 

50pmol <7)ia^J#-^l 2 {C^bfdJfctSBB^JSrWr^'^iSJcDNA *5j;OT^j#^ 1 3 

iz^Ltz^&n^m^^-r^^^dm . $e.(c^>hDNA #u^^— tf i.e 
^mpLT. 94'c-ei ^r^^, 48'c-ir2 ^m. 72x:i:z ^FaiT^^t,?^^— iscoj^j^:;^ 

#TT' 30 1t-r ^;K7) pgr ^^jts^tToTSio j^ltsi^T^, mKJt^m 20 M i lOOmM 

hux-:^m(pH7. 5) , mm mit'T^:^iy^As mm m<t-^ h ^ 2^ii^ 

rj^ lOmM DTT:d>b/^^im«^K 2. 5 Ai K ^MtK 2. 5 m U 10 Hindi 1 1 ^JbB 

Ki^mv. mKmm.^Ti^a-xm^w.miz^r)^m^^. hiL-sR acDj^sa^i^m 

^S:3-H-rScDNASr'&tri. Okb CD DNA 8ffM-Sr*<J 0. 5 At g UliRUfeo 

k MgGl ^^m^SrD- FT -5 cDNA ^-^tf 0. 7kb (D DNA 161?^- 50ng, hIL-5R 
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a(Dmm^mm^n-]^-r^ cDNA ^-^tr DNA song, pUC19 <D Hindi II- 
BanHI ^M* lOOng i& T4DNA U i^-ifmmm 20 u 1 izmML. T4DNA U ;^-if 

H PAI294 ^f#/S:o 

— ^SS0iJl(4) Tf#€>nfepAI285 Sr7=->yi/— h<hbTg3^J#-^ 1 3 43 

iBi^o^frT- pcR Kut^^n^^. Rmmrm. mKJt^m^7^u-xmm.^miz 
^Ki^mv. mK!^-m^7:fja-7.mm.mw}iz^K>^mm:. th il-sr a<Dm 

IS^M^^Srn— Hf-S cDNA ^"^tS 1. Okb CO DNA P|lfM-Sr*«J 0. 5 p. g ©iRbfe, 
t#^nfc DNA mh- 50ng, t h IgGl ^'^m^^&n- H-T-S cDNA >&"^tf 0. 7kb CO 
DNA RPrH- 50ng. pUC19 CO Hindi I I-BamHI Wi^ lOOng ^ T4DNA U 
20 m 1 izmmi^s T4DNA U ;^-if 200 ^{li&iP;^, 12X:X 16 m^i^^Kft:^^ 
ffoTto :icD<fc-5{::LTt#^nfeSia^Ay^X^ H DNA S:fflt.iT;^MM JM109 
^SrJ^HIii^U, US |g|lr^Lx7ty^X$ pAI295 ^ntzo 
(7) S!6-&Ma^^'^f^iS'-C0«|^ 

1 (l)-ef#^nfcpAGE210 cOHindlll-BamHI m^Lmmmi (6)Tt#^ 
n;tpAI294 COhIL-5R a-Fc ^ZJ- h'-T -5 cDNA ^^tf Hindi I I-BamHI m^ii^ 
^^•r-5Cl<i:(ZcfcD hlL-SRot-Fc ^31^^:7 ^-pAI 299 CAT <7) J; iCff 

:7-^X^ H pAI294 (D3 M g lOmM hUX-j^^(pH7. 5) , lOmM 
->^A, 50inM^Yb±hU't7A*5cktXlinMDTT tS^ '=>/5:-5>i^®?^ 30 ti 1 fZjDA, M 
{CIO WcOHindlll SriOATS 7'CT'4BtrBmf£;;^-a-7^:o ^SJt&^^J; OXiS' 7 
-Jl-ittSStZcfcO DNA e|fr>T-<&lHl»IXb, 20niM h U X - (pH8. 5) . lOmM J^-fbv^ 
^v'^A, lOOmM mttt^J^A^^UlvMrnT ^^i^U^mmWdO u 1 

lEfC 10 BamHI ^JOAT 37t:T 4 BtralS^E^^ii/io |gJ^J^:;?^^T:^' 

n-xmrn^Ktli D^^-iBf^, IL-5R aib h^jgfi/DyiJ >^#^i^(;o 
Si^SaSrZi-H-r'i) cDNA ^^tS 1. 7kb <7) DNA ^M-^i^O. 4 ul g ML/io 
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PAGE210 CO Hindi! I-BamHI SfrM" lOOng i pAI 294 © Hindi II-BamHI K/tM" 50ng 
<i:^T4DNA U tiiS*?g 20 w 1 (Zjg^L. T4DNA U tl 200 Wi^JP^, 

12^:^ i^mmm^Kit-^nr^ tz^^KD^oiz bxtf ^n/^m^^y ^ x ^ h dna 
^m^^x:kmm mm m^mm^mL. ^giatc^ufcy^x^ h PA1299 

^fc, ±s2<h(R]^tCbTpAGE210 O Hindll l-BamHI KfrittllM 1 (6) 1?# 
e)n/!:pAI295 (DhlL-5R a-Fc ^ zi— HT^ cDNA ^-^tf Hindll I-BamHI mh-t 
^mi^-r^:i^\Z^K> hIL-5R a-Fc ^^^i^ ^-pAI301 CDiPfg^^frofeo 
(8) S^aHliaiwct-i) shIL-5R a^JgSrff ^fciexDiisa^JS;^'^^ ;i/X(7)f^iSi 

(7)i'^mA^ii^"m'c$>^-^^. ^<Di'^m.iz\th^>xyT-^'^^-hmtn^mm 
m:^\zj:Dm^m^^>f jiT.^mn-r^mn^m^o ]^±(Dmmiz-^^^xy y 

-5>>':n>tt®;N*4^:inrf— — K (Mp°p#-^ PM-21001K ) 

*»J1(4) T#€>nfcpAI285 ^^{.ilS*igMl (6) Ttf 6>n:rc pAI294 3 
M g <£: lOmM h 'JX-iaS!(pH7. 5) . lOmM i^<bVi^^>>'>A> SOmM h U 

ImM DTT i^S^ 30 m I fCjPA, MfC 10 ¥{4<7) Hindi 1 1 

in^T37*CT4 PtrBlSftN^-tirfco ^J5jrN?^ctOx^y-;i.?tj!StCcl;D dna PHrlt 

^igiRL. 20 1 ODNA ^s^J ^^—ifimmm [5mM h U7.-i^®?(pH7. 5) . 
ImM 6fe^-7i^4^i/»>A> 0. OlmMDTT, 5 m g/ml ^jfiitgTJUy^ 0. 08inM dATP . 
0. OSmM dGTP , 0. OSmM dCTP , 0. OSmM dTTP A^^U^mmW. &.~fmW izm 
ML. 5 ^iiL<Di^mm DNA U ^ ^-if I 1/ / (^MitttiJ, OTIsj 
ti) SriPA, 22t:T: 30 5>FBmj5S$-t±. Hindlll mitiZ^^X^Cfz 5' mtii^^ 

^/-;Uj5fc3l8^ff(^i.20inM h U X - it^ (pH8. 5) , lOmM Jttrt;^y^->':7A, lOOmM 
iS'fb:^7U'>A*5ckrJ^lmM DTT e>3^cj:'5i^^»^S 30 (i 1 i: 10 ¥{4<D BamHI ^UPA 
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shIL-5R a^n— ]i-r^ cDNA ^"^t^m 1. Okb <D DNA Wrii^K^ 0. 3 m g > b h 
IL-5R achh h^5@^nyj>^^^^<DR!ll^Me^=l-H-r'5 cDNA ^^t^ 
1. 7kb DNA Wrh-^^ffi] 0. 2 u S ©^R L;^o 

^X^HpVL1393 CDS Mg ^SObM h U X -j^^ (pH7. 5) , lOmM j^ftv^f^ix 
•^/A, lOOmM ^<b:^hU'>A*5cttXlinMDTT 75^ ^T^i-S^M 30 m 1 fZjpA, ^ 
10#{4cDEcoRI S:iJPAT37rT-4 M^Sr^ck D XiJ' y- 

JW^^fet'cfcO DNA KffM-SriHiiOiL, 20 m I CD DNA ^'J ^^—if 1 mmt^izm 

ML. 5 ^i<L<D±mmdm ^-'J ^^--ai ^uy-m^^mx. 22'CT30 5i-K 
sjs^is-, EcoRi m^tiz^-DT^i^fz ^' ^mmm^^^mMmz^PLfzo ^^iz 
^s^r^^s^^a:y-;^-57^P4^;^A^^m^^, x^y-jwj5tj»^ff somM h 

'J7.-:^^(pH7. 5) . 10inM^ft:-T^^>"t7A. lOOmM mti- h ^ A^^XS im 
DTT 75^ e, T^ci: -5 30 w 1 iZlm^L. StC 10 J^{iCD Bgl 11 ^jp^x s?^:^ 4 ^ 

rnKft^-^-^Tco mKm^m^7-^u-xy)imm.^mz'i:^mL. m^. 6kb odna 

^{C±BBT'^#e>nfcpVL1393 CDEcoRI(¥f^7^i«)- Bgl 1 1 200n t pAI285 
^-SliJi PAI294 (Z) Hindlll (¥tt*)^) - BamHI KtM" 50ng i: ^ T4DNA 
iimmm20u. l tCj^^SU, T4DNA U;^-if 200 m^^UaX. 12*CT16ll#Wi^ 

m mm m^MMU^h. m ioig:fecfctxii ii miz^vtzzf^x^ h pai292 4d 

ctr>'pAI297 ^ntco 

x>aM) lCTi^*Lfcmiiiffl!l& Sf9 (:7T-^>>^x>a$ickOA¥) fc^ 
tfe/t4^rLn'^^;i.7.DNA [n+:inzf-;H<.;t4-^n'>^;UXDNA(BaculoGold 
baculovirus DNA) , >'T-5>vx>aM] 43ci;Z>'f^ML.fc h ^ >x y t-^ 

^^-DNA ^^j^^y x.^^>mizxmA-r^:iti im^mmmmm. 37. 

2701 (1992)] (let Off (.i^a^MA/t^^D'^^ Jl.X^J^TcOck^{;f^ML^o 
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PAI292 $)5t.i« PAI297 O 1 ue tUW^^^aO ^ )l 7. DM (D 2(ins 

12 /X 1 (DmrnTi^izmmv. ^ b{zu^:7x^5"> e u. i .^mstkb h i i:^ 

?g|nU;tfe(D^jiP;l^ia-t: i5:«-rBmaLfco— ^Sf9 ifflfl^ i m^2m\ <D 
Sf900-II Igltil [=^^y=i(Gibco) ttM] izMML. it@ 35imn 
5=-';/iJ7v-v-K3Anrco ;iC(C±IB(;d:/^X^ F DNA , IS^/N^^iD-:?^;!/ 
XDNA :feci:tXU#7x^5">?g?P^?^^a?&iP^ 27t:T 3 SFB^i^^tt. 

imi s:sp;t, $^i'27t:T3 Bm^m\^m.^mx^ ^ jix^^iimm^m^-^ 
''kizmB^m.izm^^^r:isbizmi^tircm.^^x^4 )ix^KJ.T(D^mx'mm 

Sf9 mm2 XIO' MSr lOml <D Sf 900-1 1 ^ItfetcHS ITScm^ :7^X=i (^^ 
S^±m<£l^^fr^::{3 IBml (D TMN-FH -r>-t^ K p^t'^"^ A <i:±i5CDm*^;^ 

•^^;i/x^^tp^«±t*o3-^ imi ^joa27t:t3 sr^ii^^bi^co ^«^^±^s 

1. 500 xg Tr lO^^FB^^.L^^Ji-IIILTiMfl&^l^.^, ^a^i^tC-fseffi-T^m^^^ 

sf9 mm^ xio=f@$:4ini (D sf 900-11 mmzMML . m.m 60m omm^mm 

'fz;7.^v^-y^-V\ZXn. W^X 1 B#FBmSUTiMfl&^v-\'- 

■ttfco :;^{;i±tSSrl^x#iT/clZ Sf900-II Jgilfe400 Ail t Sf900-II i^ifeT 10. 000 

Sml (D \%^m<^ynu-7. [7:^-y^-^ • T:^fD-X(Agarplaque 
Agarose), 7 t — 5 >>?ni >a:M] S:"a-tJ^ite [MMb?t Iml C0 5a;T:^'-y^ 
-^y^X-T:^a-7.7KJ^I^^4inl <D TMN-FH >-fe ^ h ^t'V '^A^rg^DL. 
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gglC^vr-l^SrAtl, 27'CT6 BmmmVfCo ^v-V-KCO.OlX - n.- N 

^-^y^-^>^:j-~y hM (OT. PFU/ml tmtET^) (D^y^jix^^ 

(9) shIL-5R aa6^li«hIL-5R a-Fc CO^;^ 

v-HVri h y P>?—(Cy to techno logy). 3,133(1990)] i&ffll^TfTo 

^JSM1(5) T-f#^n;^cpAI289fe^(.i«SIJ6««Jl (7) Tf#?,nfe pAI301 CD 4 
M g S: 4 XIO* ^@CD dhfr ite^Sr^^^RLfc CHO mm [-fuiy—^^ >/f . ;t 
:/ • if • :^^>3:^-;i/ • T:^7='a— • • It-r x>X (Proc. Natl. Acad. Sci. ), 
77, 4216(1980) ] -^^Att, 40inl (D RPMI 1640-FCS(10) [FCS 10% . 7.5 8; 
NaHCOj 1/40 a, 200mM L -^)V^^>mm (^^n*t®) 3 « , ^-->U 
>-X hl^y hT-f i^>J§fgE C^^nttM. SOOOunits/ml ^ni^U >i5<J:D^5000 
M g/ml X h W:/hV-r v>-^3^r) i£r 0. 555 "g-tf RPMI 1640 igiffi ( 0 tKM^^S) ] 

fc. coj ^ >=^=L^-^-x- 24 mfB^mmvrzm. ^nT^i^> (=^ 
-^n^m ^0. smg/mi izT^^ct^tc^jdpLT 1 ~2 iira^J^iiL/i:.. mmuw^m. 
<Dziu-'-ffi\^m.\^^ zi>y)ij:> h\ztji-Drz^3L)i^^iomm^m>\Rv. 

0. Smg/ml A-r yDV'i'>'>. 50nMp<y h {^T. MTX -h^^T) 

tr RPM11640-FCS(10)iSi^fet3 1 ~2 XIQ* j^fla/ml iZT^cC^ J: ^ fl5S^L, 24-^01 
)Vy°U—h^Z 2inl/'>x;i/^aL;rcc CO, -O^:!^— ^-T 37"CT 1 ~2 il 
Kit«LT» 50nM mium^ a — y^mmVfZo 

±mi:m^ntz SOnMMTXWtt^^o— >tzoiiT. 0. Smg/ml A-l' ^^OT-f ->> 
200nM MTX ^^^t^ RPMI 1640-FCS (10)lSi^fit3 1 ~2 XIO^ i^M/ml 

^3i)l-:/U—hiZ 2miy^:c)V^i^L.rz.C02-(>^:3.^—^—X'Z7X: 
Tl ~2 mmi^m^T. 200nM MTX ftftt^^ n->^|||^b/c. 
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^^l'. ±feTf#e.tlfc 200nM MTX iliim^D->{3-^l'iT, 0. Smg/ml /N-f 
P^-r ->>.500nMMTX $:^tf RPMI1640-FCS(10)^ifelCl ~2 XIO' WWml l,Z 
U^^oizBMV. 24 ^ a^JVzfU- hiZ2m[y^ j^Jl^i^LfZo CO, ^ >^zt^ 
— ^-•^37t:7rl~2®KJg«bT, 500nM MTX n->^mm\^r:Lo 

1 ~2 XIO^ m/ml iZt^^^vizmmV. Zl^cm'y^XZi (^'^-i^—^m:) 
iZ lOOml -To^jib/to COj -O^^^— ^— T% 37X:, 5 ~7 Bmm^V. 

n>y)VJL>hizu^rcm.^x*mmm^muvr:Lo 

hIL-5R a(Di#tl±mA^e»cD)|tfi[«J!i4TOj;^JcL.Tffofeo pAI289 {3<tSfl^ 
n^m^<DmmW l U^;/ h;U{Ci^<b:?-hU'>A 29. 2g, IM h^jx-mm. 
(pH7. 4)20inl ^jD^fcm. IN 7K^{b:^ h U ^^7 A^§?t^ffl t^XMi^fSco pH ^ 
pH7. 4 tciS^U/co :^^A(r^>:^:^;tU >A--fe7Tn-x (TtJI/^v'T 
aSt) y;i'?is>3 lOml Sr^iKL, 20niM N U X -ifi^ (pH7. 4) > 0. 5M ie'fb:M- U 

^b;t shIL-5R a<5r^tr?^^ 0. 5inl/5i-C0»St3iT3 >;^7:h/\*U >A-ir:7TP — 
X;^^AiCjligb/co $e>tC20mM h U X - (pH7. 4) . 0. 5M i^^b^ h U 'i' A 
;J>^^>?"j:^M»^^ 80ml T 0. bml/^ommx-^^Vfzm. 20mM hUX-lg^ 

(pH7. 4) , o.mmt'^h^j'yM.^^^bu^mmmim. o.m a-)^^)v^>y-^ 

-r h\ 20inM hUX-li^(pH7. 4) , 0. biH mt-^h^J ^A:fy^<^rj:^mmm ISml 

^fflUTa -^^;v-7>yif-r Ho?iiS^ o~o. m ^TM^t-'^fb^-fr^;! 

jcimi -r-Dmmm^^^mvfz. (y^^i^3>\ ~30) » ^etc. im a -^5^ 

;i/V>y-tJ--r 20]nM h'JX-ifi^(pH7. 4) , 0. 5M Jl^b:^ H U •:7A7!>^ ^tSi-SM 
«^20inl 2inl f-l^^^iilUfc iy ^ a > Z]--AO) o =&:7^^V3 

p>i±M-k> hui3>-3o ^m^^xif^ \oi^\zmmv. mmm^=L-^izmAiy 
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S4mg/inK 3. Sml) & ^^fzo 

hiL-5R a-Fc «OTco<i: ^ tzbTfti^Co :^ ^A(cyo5^-r > A — fe:7 

PAI301 \z^^mnumM(Dm^m.m\ u h;i/^o. 5ini/:j^cDMiiT:/D7^-r > 

A--fe7TD-X:^^A{3ii^b:t.$^lC50Dil<DPBS T':^^A<£^#^,20inl 

2M N UX-:^^(pH9. 0) 0. ISml ^SP;tT pH =&7 ^ ^ i>3 >t3-^ 

UTPBS t3^LTjgW$:tf ofco 4^;±COj;^{3LT3|iMhIL-5R a-Fc (SSS 
ISS 1. 8mg/mK 5. Sml ) ^ntzo 

(10) Mil^!&(3ct^ shIL-5R a^^l/itS hIL-5R a-Fc OD^i^ 
v:r;xT;i'(Cti£(.ije^TcD^)«i{3i;0 shIL-5R a:fecfctXhIL-5R a-Fc OD^^^&fr 
^^fS*>e(DshIL-5R a43J:0:hIL-5R a-Fc (D[5lJR{ia >:^:^/^'IJ >A--t 

>A--fe:7TP-x ((/iTnfc:7T;i/-7->T • AM^T^i'ttM) ^ffli^x-en 

shIL-5R ot*OTOct-5{::LTtffco Sf9 TO 6 XIO" 225cin^ 7 

(y^-r::^— aM) lo^Fcs ^#tf^*i/-rxx • -1- >ii^ h • ^7 2, 

(Grace's Insect Medium . ^^U^U) 45ml 27rT3 ~4 ar^^ig 

lg||±m^^^fT:^(C10!»;FCS Sr^tryp-rxX • -r >-fei^ h • 
t7A30mi t.%mmi(D\ (8) Tf#e>nfc H^>X:7T-^i:7i$'-pAI292fi5|$(D 
m^^TL^ ^ )V7.^^ \ XlO'PFU/ml (7)jtST^trJ§?^^ mi to^/ic $^(C 
27rTl Bm^mVTzL^. ±rS^l^^ilTfeiC Sf 900-11 Igife 45inl S:JB^ 2 ~ 3 
HreligltL/io 1^«^TI^. it«±tS^lHmXU 1. 500 Xg T 10 ^ra^^.L^^Bt^Sr 
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x-m.m(mi. 4) , 0. sm mt-r h u OM,-fy^i=>y3i^mmm somi 7? 0. smi/^j^-c^^ds 

aiT?5t#bfco^5tm^.±s2c7)cte)(CligSLfc shIL-5R a ^^tJ^^?^ SOOml ^ 
0. 5ml/53'(:DrMT3>:^j:h;tu > A-±.y 7 n—xti ^ Aizmmufzo $ ?>{z 
2O11M hUX-iSi?(pH7.4) .0.5Mm<b:^h'J':7A75ie75:^Mte?g^80inlT 0.5ml/ 
^(DmmX'^^Lfzm, m a-p<5^;i/V>yit'f 20inM h'J7>-J^gE 
(pH7. 4) . O.^^mti-h^J^A'fy^^ti^mmm^Oml ^®t^bZl>:^73^A*U >A 

--t:7 7'n-xng^*L;^cMe«ojgai&?Te)<h^{c 2ini •r-::>mtiim^^mi. 

X-J^^(pH7. 4) iZMi^-cm^VfZo -^i^lZ 900ml CD_LlSO<k ^ (dSf 3g bfe 

shiL-sR a^^t^^mm^K>mm(Dmmzj:r,. mBmm(D^^^y^^i^3> 

2: 40inl IHIRL, 20mM N U X -J^g? (pH7. 4) {C^^f UT^tf LTto 
mW^. ±ti<DmMBmm^'^t>-^X lOml ©v^X^jUr^ yx5^;KDEAE)- 

•izyyu-x-yji^i^mvrztj'^Aizmmi.. mmn^f&m-^'^r:io ti^A 

A^<E><D shIL-5R a<Dmm\'i.mt^ h U •^^AJSS^Sr 0-0. 5M ^xm^m^Z^^t-^ 
-B--5:i<i:tCct OfT!/^. shIL-5R a &|i5lgSfC^tf:7^^~>3 4ml HIiRb^Co 

um&mm^mmm^=r-'f{zmAVT pbs {c>c*bTS*fr<&fTo/io i^JL±Ocj; 

^{CbT, mSishlL-SR a (SeS«i[400 w g/mK 4.5ml) Srt#/io 

— hIL-5R a-Fc {ie4T<^ J: ^ LT#:^o Sf9 me X10« 225cm^ 
:7^7.ii aM) \zm?CSt:^tS^U^XX'^>-\z^h ' ^y'^f 

OL. (Grace's Insect Medium . ^Z^n^m) 45ml I3®^b. 27t:Tr 3 ~4 B 
Fe^lS^bfco lg*±m2:l^^fr^c(C lOaiFCS ^^O^'^-T XX • -f H • ^ 

7=V •:7A30ml tmS«^i 1 <7) 1 (8) "eft^n;^ h^>X7T— ^^7:$^— PAI297 * 
5|5<Dm^?*.^Ar>^;i,X$r*5 1 xlO'PFU/ml O^gST^tf^g^^ 1ml MtlTz. $ 
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^#^ffo/ic ^rtm±gBCD hIL-5R a-Fc ^^O^il^^ 450inl ^0.5ml/^<D 
rMmx-yu^^>A-±yTa-Xt!yA\zmmLrzo $^(C50inl CD PBS 
yA^tk^m. 20mi (DO. IM ^7 ji>^M«?^(pH3. 0) ^ilt^uyn^-i' > a --fe 
:7TP-X{CS^«LrcMeKcD?^ai^fTO<i:^(z Iml T::5j§ai?S^^® b^Cc 
#7^i7^>3>{;}S 0. ISml C0 2M hUX-J^^(pH9. 0) ^£^ID^T pH ^Plg t^Co 

TPBS {C^^LTiSWSrff-oTto Ji^±CDJ: ^ tz LT. «St hIL-5R a-Fc (SSH 
a^O. 4mg/inK 1. Sml ) ^ntzo 
(11) shIL-5R a gB^^-gffM-CO^ig 

;^iimiw<t^ shiL-5R a^^m^<D^wt. i^Tizm'r±mmm9tm-<!7 ^ 

— pMKexl l,Z shIL-5R aWr^^n— cDNA ^^tT DNA f^ff^tSrlfALT 

PAI263 SrjgfiXb. PAI263 <&;*cJ3iffitC2gA-r-5 :i <hi::ci: DfTo/!:. 

y^T. 5 HpGHA2(#PgBa 60-221091 ) (D 3 g ^ SOmM h U X - Jfi^ (pH7. 5) , 
10inM^ft:'7y;?^v'>A, lOOmM U -^A^BckD? ImM DTT e>7^j:-g>^«^ge 

30 M 1 tcjoA, 10 wioEcoRi ^mpiTzix:^!^ mm^ft^-^itrzo mm. 

^r^^^J;DX^/-;^^^g{3^D DNA ^n-^lHjiRL.lOmM hUX-J^^(pH7. 5) . 
lOmM^YbV^^i-T^A, SOinM^itTM^U'^A;^^;^^ IniMDTT -^T^C^i^^ 30 
W I h 10¥{i(7)ClaI ^50^X37^^4 l^#PB^j5Jt^$•t^■:rce MSJiS^^^T^D- 
xy;i/mm*»|{CT5^'iliL., >^o^-iS^-M^^^tPpGHA2 OEcoRI/Clal »rM- 
S:*^0. 3 w g iHliRUi^Co 

y^X^ HpTerin2(#M¥ 2-227075) (D 3 g ^ 50mM h U X -J^^ (pH7. 5) 
lOmM^fb^^^^v-'^A, lOOmM h U r:7A*5ctlX ImM DTT AcC-SMW?^ 
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30 n 1 JgtC lO^fiCOEcoRI ^SP;^T37'CT4 BffBmjrN^-fr/io 

)^-m.^nJL^ J-)ViK.mz^rimh t|fT>T-^llIiRL,10inM NUX-iy|^(pH8. 4) , 

lOmMi^fb'v'y^v'^A, loonM mt')-v^)^h.^^xs\m DTT f)^i:>u^mmm 

30 M I <ii lO^^iCONsil SriPAT 37*CT- 4 B#K>S/tx$1i-fCo n.Kmm.^71Su 
-X^;l/m^^i!ltCT5^-iilL,S:^tPpTerii2(DEcoRI/NsiIt^it^£:*«lO. 8 m g dl 

PGHA2 OEcoRI/Clal %^(D 50ng. pTerin2 <D EcoRI/Nsi I 8ff>T-(D lOOng iiBB^J 
m^\^\Zf^^Vrz^^m^ (DlOOng iiSrZOAi l (DT4DNA U 
L, T4DNA »J:^/-1f200 ^^^^X. 12t:T 16 B#PHm'&JSJt^SrfT■^ dOct 

^{zuTf#e>n;fem^;^y-^7>^ DNA ^ffl<.iT:^i^m jmio9 m^mmmj^L^. 

12 11113^ Lt^c^^X 5 H pMKexl ^t#/co 

— :^>ll3ia -ef#?>n/tpAI234 0 3 i^SOmM hUX-i^^(pH7. 5) .lOmM 
m^L'^^-^iy'OK. lOOmM Jt&{k:^-hU'^A:feJ;U^lmMDTT ^i^^.J^cSlSW^ 30 m 
1 Mlw lOm^OPstl SrJPAX 37*C-Ir 4 B#PB^^^t^$-^±;to ^R^&^l^ck 

DXiS7y-;i.j5tlSt'«fcO DNA »fM-^laIiRL, 20 n 1 (D T4DNA 4?U^^— if I 
mmWi [33inM h U X - g^^ (pH8. 0) , 66111M g^^:*7 U A, lOmM g^g^T^/:^'^'^ 
A. 0. SmMDTT , 0. OIXBSA 75^ ^,7^-&i^aS?^] {Cjg^L, 5 ^{4(7) T4DNA #U ;^ 
^-if I (^Mji^tM) SrJ!lO;t, 12'CT 15 ^^IJS^S^it, Psl nmbtlcfcoT^ 

;i'Ai*aim> XiS^y-JWaiM^ff (/i. 20inM h>JX-iS^(pH8. 5) , lOmMj^'fkx' 
^^ly^lx. lOOmM U A43.fcU: ImM DTT :^^e./^cJ:^^^j^ 30 1 i: 10 

¥{4<D BamHI SrJp^T 37rT 4 BtrBlJKjJ^^iirc, Mj^JiSI^&T;^ D-xyjl/m 
^^i!l{ZT:«-|iiL.shIL-5R af|lr>T-S:Zi— HT-S cDNA $:"^tri^ 0. 7kb ODNAtK 
n-2r««J0. 3 ti g iHllRbfco 
^1 2EITf#^.n/i:>^MMffl^31^ii7^— pMKexl 3 g ^ 20mM hUX-J^ 

^(pH8. 5) , i^mmtT^:^-^^!^. mm mttf^)^L.i6^xS\mmi fi^^ 
u 1 \^w^<D^^m\ stApat 37^-^ 4 Btpeij^^s^-ti- 
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(PH7.5) . lammt-^^^i^OA. lOOmM iSib:^ h U "j/Acfe J:rjC imM DTT i!}^^ 

tji^mwim 30 IX 1 Miz 10 mitLco ecorv ^-mxT sttc-c 4 mm^ft- 

^ii-fco a^;5f&?^=t Ox^y-;Pi5tmtZckD dna Wth-'^m i. 5 m g IhIiRU^o 
J^±<7)J;^ tCbTtf^nf:: shIL-5R a 8ff>T-^3- HT-S cDNA (D 50ng i: 
pMKexl COEcoRV/BamHI 8fr>T-C0 lOOng <hS:20Ml CDT4DNA U tfMW?g{3i§ 
mV. T4DNA U:^-if200 ^fiSrUPA. 12'CT' 16 B#^!^-&Sj5£;;^ffo Aco :i<D 

ck-5(3L.Tf#enfcm^^y^x$ H DNA ^ffliiT^^cfliM JM109 m^mm^m 

H 1 30tw^L/!:^^X5 H PA1263 ^f#7^„ 
±sBoy^X^ H PAI263 Sr^^MM tl^ A L (Molecular Cloning. A 
Laboratory Manual. 2nd Edition published by Cold Spring Harbor Laboratory 
Press, 1989), 200 w g/ml <7)T > tTv- U >S:-^tr LB l^lfe 400inl ^^Ir, 37^:4 B# 

mmm^i^. o. 5mM <d mc^miiaL. ^(Dm-^ h>izzix:2 mm^rnvtzo i^mm 
4ooini ^ 3, 000 xg T 15 ^rB^m'b^mi^. ±mm^^timm^ loomi oii^ 

I ClOmM hUX-i^^( pH8. 0 ) , ImM EDTA , ISOmM mit^hVyAA^i^ 

t^^mmm.'] izmrnvtc. mzs^'L^^mm:. ttm^mi <Dmmmi -vmmv. 

B'^^^m\Z,i:Kimi^^fgL^T^o Z.n^ lO. OOOXg -C SO^Kj^/L-^^-SIL, ^ 

(Diz^^boou isDs -j}?uT^u>ii/Ta \^tr)imm.^mm'&yy°)w^yyT- 

[6inM h U X-JS^(pH6. 8) , 2SKSDS , 10% if^J±.U—)l^ 5% 2->^)ltl^h 

(12) khiL-5R a^mmvrzmm<Dmmmm^(Dmm 

hlL-5R aiSeT$:#Ab:t CTLL-2M • •X^X^>JpC> 

^JU-^xVi-XJ. Exp. Med.), VH , 1523(1993)] , Sb^^^ittiMtLX 
(7) CTLL-2 ifflflS [ATCC TIB 214] f)^ ^<Dm0SL^(Dmm^^:XTO)^^ iZLxn-ofz. 

^mm^m'b^m (i. 2oorpin, 5^) PBS 2 ^mm^. mmm^m 

MWt^ [20inM HEPES(pH7. 4) , ImM EDTA. 0. 5inM PMSF, 250inM v-^ — ^^p — X 

t^^ti^mmm] \zmmL^^=Ey'r-(-^-^mi^^xmwL'rzo mwm^.mrm 

X 15 ^r^M'L-^mLXitm^m^. $ ^>tC 35, OOOrpm Tj^'CN^J^-HibTi^Mj® 
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%mmio) 1(9), 1(10) , 1(11) $>^i,^t 1(12) «fcot#e>n^a-atrLii so 
2 mmm^r) so At g cDse«^ i sFsiic i tt4 m^^i.rzo mm^ 
BWzmfm^mihvfzo :i<Dm. mmmi(D nw 'c^i^i=>nrcmfi^mm^^in 

ti^^-ofzo ^fz. HM^J 1 (7) 1(9) -C#b>nfc Shi L-5R a^^^l^fz^y h 5 E 
^^Vili^Jg^J 1 CO 1 (10)-et#^n/!: shIL-5R a^^fesSLfc^^;/ K 1 0El3*5 

m (1. 200rpin. 5 ^) Lfctt. ±m^^X. h U X -mfbT >^ - AMWjS 
(pH7. 65) TM ~2 U/7F^JfilX*^I^S MEM i^tfeT 3 Hlgfe^U, m 

^SSMl(Z)l(9)$.'5)l'i«l(10) -Zrf#6>nfeshIL-5R a $^!@ELfe-T'j7X^^ 

iiUT. ^M#*J 1 O 1 (10) OMAimi!ait«±mckDf#e.n^chIL-5R a-Fc ^ffi 

(A) 96 •>x;K7)EIA (^^-r:^-&M) tC, PBS T 1 u. g/ml 

<7)iSSH#f?b;thIL-5R a-Fc ^H^XSMmtfimiiLX^mO)}:: hftm^UzfU 
>^ltM«^Wt-^tr[ GD3 ^^^JrL#:KM871 ^ 50 w IZ-^xil/T^ab. 4 t: 
T-MKLTSi«^i±rco ^5fe#tt, 1 %^^MmT)iy^>(BSk) ^^tf PBS 
(UBSA-PBS) 2: 100 At 1 / Oj^mwX. M 1 BtrBUS/t.^-frT^-DTli-SfS'l* 
S^yp«;/^ L/lo laiBSA-PBS ^mx. ^^;S-7'^X$)^Vn«^feS^>y htn 
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it;to tween-PBS X'^W^. ^^U^^i-^S^— tfllife'^ti-^^trEx't^X'f A 7 y P 
yj >$>'5lititrL^^j/ h-r A/ ^'n^U > (DAKO ^fc^) ^ 50 w l/'>a:;i/Tiq 
^T^ia, 1 BtrBlSJ5&$-&, tween-PBS X^W^m^mn^ [2, 
(3-X^;i.^>^/5^TyU>-6-x;i/3j^>m) -T>=E-OI^<D 550ing ^ 0. IM 

i;^x>g?^«^^ (pH4. 2) iL \zmmi^. mmumzmmit-^m i u. i/mi ^tpx. 

$:ffl(.iT%fe$-a: 0D415nm (7)®^Si^i|iJ^U7^c (NJ2001; B^^-O^S^ 

(B) $b>{C. IL-5 {c^T'5^fPS1±^WTS^/^a«-:h;i.^#::&j;i5j^ 
(.ifll^Trj^l^-rsae^jl:, tf^^>^^Ufck h IL-5 ch^Jg^J 1 O 1(10)(7)M 
il«fflJlS^*±mJ:D#€»n;t shIL-5R a-Fc ^mmX^. IL-5 (T^S^^C'XW*^^ 

^i^-r^cDfcffli/i/cffllifct h lL-5 iy^r—)')V • • -fAy Pv;^j;i/ • 
^VyX [Journal of Immunological Methods. 125. 233(1989) ] \zWM.'^tlfz. 

tih IL-5 <D\±-t^ymmt. \^T-7.^<D}d^^>mmmn.n (Biotm- 

LC-Hydrazide) tZ^sf^^nxii^ h p— ;Kct$t/iJ[^TcD^)llMTff o feo i& 

{c?§^2^b/i 1. 6mg/ini CD t h IL-5 ^mmmmmm {mmmm-rh^)^ 

JU. 0. 02a;NaN3, pH5. 5) w«<t:b;fc PDio :^ ^ A iyTJV^z^T^m) izmm 

bT^3S^^ffu, mBnmm<Dm^m^^ imi iiiJtxb^o MtK il-5 mm 
0. 5mi {c zom ^^Ms^mm^^tsimMmmmm imi ^^jd^, j^TtbTso^rai 

tzo :i:zizmmvrz5m}ii(D}d^^>^^mum^^ts^mmmmm2Q u i ^tp 
i^izmmzT immKjt^^-itrzo Kft-mr^^. K^-w±m. (o. im hux. 

PH7. 5) 50 At 1 Sn;^^c?^> 0. OSXNaNj ?&^t; PBS t3T¥tr{l: L/i PDIO :^ ^ AfC 
>^ilbh IL-5 IS 4t:fCT{*#L/!:c 
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^mm 1 (D \iw<D^Ammmm±m<kK)n^rirz shiL-5R a-Fc ^pbsts 
/J. g/mi (omm^z^ui'. 96 ^yj^KDEikm^u-h i^'^^i—^m) \z so 

UL \/Oj^)VX*^^1V. 4'CT-'lifeAfefiUT©«$ii::^o PBS izxmm^. \%^ 
lfiimT;W:/^ XBSA) 5£^t^PBS (ISKBSA-PBS) 100 m 1 /'>ai;i/JjP;t, ^MT 
1 nmKfiL^-^'^-cn^Xi^^^mi^&^zrn y ^ i^fz. ^^iZ tween-PBS iZT^^ 

-i!feRiir^$-a-/ic ?IB tween-PBS T«fe*t^. IXBSA-PBS ICT 4000 fglC#5^L/;^c 

iST 1 B#rBlRjr^$1±. tween-PBS T'^#^, ABTSSM^^SrSO Ai l/'^x;i/J!]P^T 
0D415ninCD®7tSi£?PJj^bfc. 
^/i. HM^J 1 <D 1(11) T#€»n;/5: hIL-5R aflfffr^^SUfc'T'^XS.'&t.ili 

in:m<i:bX^ifg«»J 1 O 1(11) CO;^|»miCJ:»9f#^nfchIL-5R a)l0{¥r^m^^tzo 

±.ut.nm.(Dyjmz^r^iKmm\z^K>^M\^tz shiL-sR a*5<i:u^^^,TOii<hb 
^51011 1 <D 1(12) T#e»n;fchiL-5R a^^mvtzmi&<DmM^^^ 

t*(^iiJ^tcMLT«. inl^iibT^M^sJ 1 CD 1(12) Tff ^nfcJ^flSMli^^ffl 

(/i/To ±i2i:[wntco:^&{Zci;D IL-5R a^'m.\^fzmm.(DmM^^^xsMmmm 

8-T-tf^*T->im'7'>X'»ilMm^ P3-U1 &iE^i^i&-e^«L. 

-&0#tc2 xio^ ^j.±.(Dmm^m^v. mmm'^\zmMt.vxm\^tio 
5. A-r yj 1^— -TCDf^M 
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x-n^nrz^ummmt^ io:i izr^^^om^^v. ^'b^m (i. 2oorpin, 5 ^) 

X\ U X^' P > ^^'^-i- -1000 (PEG- 1 000) 2g , MEM Igitt 2inl *dJ;U:dMSO 
0. 7ml (DUm 0. 2 -Iml/lO' -^^xmrnm^lmX. 1 ~2 ^mmiZ mem ISife 1 
~2inl ^mMmA.rzmi. MEM it%<£inAT^»?&t SOml CT^C^ck ^» b;to jS.L^ 
OOOrpm, 5 5^-) ±mS:itT, t0S-^75M3*fflB&$rS Cb^tt. ^Xtf 
ht^cfc^SJjZi^, P^ttlL-e($^^75ifzm^HAT l^ltfe lOOml ^^zmMLfzo 

-r V^zL^-^-ff', STrX' 10-14 SXTT'ltaibfc, C(Dlg«±tt:& 

3 \z%^m.\.rzmm^-^m'&m-nm-<. ^^mmmm±-m^y)mm:\. 

fehIL-5R a-Fc , *^(.i«:^l^||tc«i; O^^Lfc shIL-5R a {CiNpSe^tlJ^jt^-r 
bX, tfCbh IL-5R a^y!7U—±)V^i^^^m.-r^/\^-:r\)^—^1^:^i^^ 
^MfiftJlO 1(11) -ef#e.nfc hIL-5R aUTrM-Sr^l^b^V^zx 6 fe^Vi 

rc^m. $t hlL-5R a^y ^P-:^-;i/in:^*:^t#. ^Itl^ KM1074 i:^&#ltfc7!)^\ 
1L-5R am(C^-r^J5^&14«, ^^air^irLth IL-5R am'Ey ^n-i-JV^i^, 
KM1257, KM1259 (Zit^bT^S^T^l^ Aco 

— ^SS0tj 1 O 1 (9)Tf#^tl7t shIL-5R a (.i«||Sg^J 1 1 (10) ^ 
^feiSEU^c'T'^X 15 ^^\,^t 20 EC04':d^^i^Vitn:#:«^^b;tfli#:^ 1 2^>5 
iH^eiZCM^L. A^yj H--7^f^MUfco 10000 ^D->^±c7)A'i'yu H 

-T^x^u-x>^*b, m^-r^mmm3(Dnz^Lr:z:f3mzio\^^x ihl-sr 
o 1 \z7^-rms.mmk^m\z^^^xm.'h^^^Ki^s'i/iL^^\^rc^ /^^-i- 

i^U. KM1257 T^o/to A-T F — "7 KM1257 « PERM BP-5133 Li^X. W-^ 

7^6^ 1 3 Bm^xj:mmwm^^<i!^j:m^Wim^m iB:$im^^m-D<ii 
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^u—xD^x-m^-r^mmm 3<d2 x-^ufc il-s <D^mm^<Dmmmi^m 
i^a—±)iifimt. mi259 i^jznmimx'Sb-Dfzo /\-ryu H— ^kmi259 

\t PERM BP-5134 tVX. ¥^7^6^ 1 3 B#ttT. A-f^U H— V KM1486 

«FERM BP-5651 tLx. ¥fi^8^9^ 3 B{^ttT\ -^n^nxmi^wMm^m 

^/ ^U—i-}Vtrii^mm7. KM1259 43j;t)^KM1486 <D^ft^^^m UEJC^fo 
-dTzo ^(7)i^mKM1257> KM1259 :fe«trXKM1486 (D^#:^J7 f^T IgGl T' 

u H-vttS:5 ~2oxio« iMfla/EE^n-^m^i^F^jzaMu^co 10-21 umz. 

8 ml/ EE) M'L^^i-^ (3, OOOrpm, 5 ^) VXmm^^m^Vrciktl-f'))l 
^ it IS ( Anlibodies-A Laboratory Manual, Cold Spring Harbor 
Laboratory, 1988 ) ^ i7 u—)-)V^^ii\^rz.o 

-mmmi. ircb hiL-sRaiit hitijii^(Dm.m 

t h<btn:^*:mH:RmLSrn- H-T-ScDNA^. ^n-e*tlt: h tn:#:C r 1 n - H 
-r^cDNARlXt hjn#:C/c^n— H-r^ cDNA(D±^irif XL, fc htn;^*:igGl, k 

#:^iaffi^^^^-, pKANTEX93^#M¥2-257891(3sBi^<7)y^X5 HpSElUKlSEd 
l-3&S{CbTje;T(^«fc-5twbT^#^Urco ^ISLfcb h {l:^^*:^3^ffl ^ ^ ^ - 

(1) ^b^;/ h3-^Ob>itfe^xy^^>^>^^, ^J^UAi/^TJ-JUC^^E-r 
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(Dm^^mmmm^ioti-A^aim^ m) RrxEcoRi-spn^M- (vd x^ti-tyh 
imi^^m^^ ^-^m^^mii-r^tztbiz. -f^T.^ h*pSEiuKisEdi-3co^t* 

FpBluescript SK(-) (7. h ^ ^ i^->^m) (DZ ug^imh ^) X- 

mm (pH7. 5) , iOfiMmt^^^i^^Aio^mmDm^'^t^:bmmmiounzM 

mKJ^^m.^JL'^ J-}VtK.mV. DNA Blunting Kit Srfflt.^ Apal 

?mb(CcfcoT^i;/!:3'§^mm^&¥?i5^$StC^A7tt^. DNA Ligation Kit 

MttM) ^fflv^TilMb/^o -<^J;ot::bTf#6n^cm^A:/^x^ KDNA^ 
?^^ffl<.^X;^J^MHBi01^2rJ^Kfe^L. UlSSC^b/iy^X ^ HpBSA^&ff 

^^.{Cff^nfcT'^XS HpBSACO3MgS:50inMKU7.-J^g? (pH7. 5) . lOmMig 

X. mz\m\tL<Dmmmmico^\ (^sigM) =£Sp^T37t:Tifl#rBisjt£;$-fr 

Tto ^^/Sf^S:X37y— ;^|tJSL, DNA Blunting Kit E 
coRI?Sffc{3j;oT^i;/b5'§;iai^^«<&^?t7fe)^{C^^;tt^, DNA Ligation Kit 

NA^?KSrfflV^T:;*CiiiMHB10m^?^Kfe^U, m\m\Z^hrcy°^X^ HpBSAE 

±t2T't#e,n:^cy^X^ HpBSAE(?53Atg2rlOinMNU7.-Jy|^ (pH7. 5) , 
X^mmt^^^i^^I^. 50InMi®{^::^ h U •>A:feJ;rjtlinMDTT75^e>;^-5>i^»JgE10M 1 
fIJPA, Hl310^{^[CO$ti®ai^Hindin (^MB^tM) ^J[]^T37rT10trBlS 
Jtx^-yr/to I^^J^;?^SrX^y-;i.Mb> lOmMhUX-^i^ (pH7. 5) , lOmMJ^ 
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mKft:-m^7i^a-7str)Vmn.^W}iZX^mV. ^^m. 96kb<DHindin-SacII 
^)\tm2. 96kb<DKpnI-HindIIIS|fr>T-&m S^gHilJlbfCo 
:^tC. HpSElUKlSEdl-3(D3wg^l0inMh U7.-it^ (pH7. 5) , lOmMJ^ 

H7. 5) . x^mmt'^if^iy'^J^. ^^mmt^h^)^Ki6iin\mmii)^^fs.^m. 
mm\Qu\\zmn\^. ^\z\m\^(Dmmmmw\\^m\ {-^mm^m) ^>!jp^t37x: 

TlBtPB^JSJt^$i±/co mKm^^Ti1u-:^^)im.mM^W]\ZX6^m\.. ij?^2. 42kb 
(Z)HindIII-SacII6K)t<hij5*jl. 98kbOKpnI-HindI I l8ff>T-^^^m lugMUX^t^o 
^IC, ±SH'T?^#e>nfepSElUKlSEdl-3OHindIII-SacIIP|frM-0. 1 /xg,hpBSAECDHi 
ndIII-SacIIJ|!f>tO. 1 MgSr^S20 m K^MI^TKlC^g^ipU, Ready-To-Go T4 DNA Li 
gase (:7t;PVvT AW^^-T^^aiSt) ^ffll^TBi^b^Cc ^ LTf# 

KpBSH-S$rf#feo ^tz. ±IBTrt#^n/5:pSElUKlSEdl-30KpnI 
-HindllltSlr^^O. 1 Atg^pBSAE(7)KpnI-HindI I I»fM-0. 1 Atg$:^m20At lOM^TKfC 
Ready-To-Go T4 DNA Ligase (:7t;U'7>'T /t-T :^-7^i'aM) i&ffll^^ 

HBlOl^^fl^Mfe^U. ^18EI{'^Lfey^X5 HpBSK-H2r^#/2:o 

±3HTf#e.nfey^X^ HpBSH-S*3ckUfpBSK-HCD3x^gS:^>5?10inMh>J 

x-^^ (pH7. 5) , \Qmmt'^if^i^'y2>.^^xS\mmii)^^u^m.mm\^u\\z 

JPA, S{C10m{4(^$iJI©»^ApaI (^SiS^tM) &J!lOAT37t:-eiB#rH^;5Jf&$-ar 
fco ii|RJ^;i?^S:X^ /— ;U^tlSU. §^DNA Blunting Ki t (^Sia&M) ^ffl 
Apaim{CJ:oT^U/!:3'^ttJ*iffi<^¥?t5^^tC^A;^c^. DNA Ligation 
Kit (^ISiSaM) Srffll^TaMbfeo c:<DJ:^l3LTf#^ti:t#4r(Dm^;ty 
HDNA^g^^&fflViT;*Cfli0HBlOm^?^Kfe^U, ^IBEIC^Ufciy^X 
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^ HpBSH-SA*5ckrXpBSK-HA$rf#;t, 

'Jx-mm (pH7. 5) , ioinM^{b^^^->'^A, mmmt± h 0 ^ A^^ZSimd 

x.TST'CTio^^Kjsjrv^ii-, ^mmtLfco v^Knt^^jL^ y-jiizmv. 

DNA Blunting Kit (^PiS&M) ^m^\ EcoRimfblCcfc-DT^C/iiS' 51*5)^5^ 

^^m^mz^PLfzm. T-^n-x^')\,mnmmizx^mL. ^^m^.zmo 

OuKDmMyi^iZ^Miy. Ready-To-Go T4 DNA Ligase (yrJi^TzyT /W^t^" 

Mmm^mi^^T±mmm\om^mmmmi.. mom^zTikLrzy^x^ hpbsh-s 

AE*3 ck D^pBSK-HAE ^ f# 7t o 

'AiZ. ±52T:1#e>nfc:/^X5 HpBSH-SAE*5<J;D^pBSK-HAEO3wgSr^'i?50inM 
hUX-^tm (pH7. 5) . lOmmt-^^^i^^A. mnMmt-f-h^J^A^^mm 

tiDm^<^f3i^mmmiotJ.nzim7L. miziomiL<DmmmmEcoRi {^mm^m.) 
^i}a7ixzix:x'mm^jt--^^rz. mKmm^:ii^ ^^dna Biun 
ting Kit (^mmn.m.) ^m^\ EcoKim^tiz^^x^crz^'^iHiMi^^^m^ 

mz^X.tzik. DNA Ligation Kit (SffijfittM) ^fflt^^T^Si^LfCo ^(D^o 

fe^L, ll21gI{C^L/iy^Xa HpBSH-SAEE*5j;0:pBSK-HAEE^t#^o tf^tl 
^^■^■^^^ HcDlOMgSrffll'^ AutoRead Sequencing Kit (:77';i'x'i>T ;n* 
-i^y'^^tm) izmncDmyjiZ^ift-DTKm'i^. a. L. F. DNA sequencer (^tJI/ 

a:^ J; D Apa I , EcoRI t^{zm^VrzZ.t ^mm U i^c, 
(2) ^fc'^y h/8-^yob'>Jt<K^X>^^-rv>i^, ^UAi>y^;i/*5j;D!:sV40 

^-^-{3^^pJ«g<i:-r'5fcie)lI, T'^X^ HpSElUKlSEdl-3C0^k*.y h 0-^' 
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^S60*J2(D1 (l)Tt#^nfey^7.5 HpBSK-HAEE(D3wg5rlOinMhUX-iS^ (p 
H7. 5) . 10inMJi{kvy:^->r>A*3cfctXlinMDmi5))^cJ:^^«?e!10//l{lJP;t, 

WL-^ZL^ J—)\'^m.\^. SOmMNUX-i^^ (pH9. 0) . ImMit^b-^^^v":? AtS^ ^ 

u^mmwa^uL\\z.mm\^. mizi^ii[(D7)iti^jy:t7.yT^—'if (e. cou c? 

h^jx-mm (pH8. 0) . im:L^u>i^7 ^>mm^~-rho^At^i^u^mm 
mts&iv) >ti- i^m^w) ^^^mofiitta^j^vizmmA^izmx. Re 

ady-To-Go T4 DNA Ligase (yT)i''7->7 /-^-i^y^^^M) ^ffll^^TilMLfec 
:iOcke){CbTf#^nfe«L^;t:/vX^ HDNA^^j^Srffll^X^I^^HBlOl^^&J^ 
KfeMb> l§22EIt3^Ufey^X5 HpBSK-HAEESali^f#feo ^#e>nfey^X5 
H(D10/xg$:fflt/i, AutoRead Sequencing Kit (yTJlTiyT /NW^t-^i±M) 
{C^.<^fcOM:^{C^!eoT;Sjt£;t^, A.L F. DNA Sequencer (^T^UVi^T >'\*'r:t 

itfeTxy^-r->>y, 4?UA->^^:^;^:feckr^'sv40^9!)«8iteT4?'JA'>^^?^:^;K7) 

(3) ^)l^X^^>y°U^y'^XO-()l7.^^i>>=^±—\l (OTHSVtki^SB) 
mfcT(^7j^ U A'> iy:^;Hc:#^Ef -SSiiPSBsmpalgg^icDac^ 

HpSElUKlSEdl-3(Z)Tn5 *:hT-r v>:7:t X^l^ h ^ >X^a: ^— if 
Tdit <7)HSV t kMfR^jJ^ U A V y {3#^£-r ^ $|J{E»^ Apa I glJficoe^C^ & 

^JS0iJ2(Dl(l)Tf#^nfey^X^ HpBSACDSAig^lOmMh UX-J©^ (pH7. 

¥fico$iM»^sacn (^^Si^i^aM) 2rl)nAT37t:T'iBt^sj^:;$-t±feo f^s 
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JtM^J^^ y-)VtfLmL. lO/xKDSOmMhUX-Jtg^ (pH7. 5) , lOOmMi^-fb^ h 

T11a-xy)\,mm.^Wii.ZT^mV. 96kb(DSacII-XhoI»rH-S:i^lMglHliR 
'AiZ. HpSElUKlSEdl-3O5Mg^l0Ml(D10inMhUX-Jli! (pH7. 5) , 

iommi\:^^^iy'^A:^j^mvmm^^u^mmmizi}\i^. Mt-iomrioMPS 
^^sacii (^m^jm^m) ^^u^Tiix:-vmmKjit^-^i±rzo m^jt^m^jii^^ 

y-)iizmv. somMhux-^^ (pH7. 5) . mmmti-hv^A, lOmMm-ftV 

^^i^'yAiijznmdm^'=>ts:^mmm\0(i\i,z-mx. mziom'UcDmmmmxh 

M^^WUZT^miy. m4. 25kbCOSacII-XhoIP^M-^^lMgleIitXL7t» 

'AiZ. ±aBTl#btlfcpBSA<7)SacII-XholKff>tO. 1 Mg<hpSElUKlSEdl-3C0SacI I- 
lhoimh-^±M20(il<DmMy^iZlN\?i. Ready-To-Go T4 DNA Ligase (:7t;1/V 

\^mmm^m^^x:Kmm]miom^mmttomv. ^23ia(c^Lfc:/^x 

5 KpBSX-S^f#fco 

'AiZ. ±§2T'^#bn/z7°^X^ HpBSX-SOSAtg^lOmMhUX-JS^ (pH7. 5) , 

\Qmm<t^^^7y^Aii^mmDm^'^t^^mmmi0tinzijax. Miciomfico 

mmmmhp&i (^mm±m) ^^inxxzix:xmmRft^-^-^rz. mKJt-m^ji^ 

/-;i/j!t^U, DNA Blunting Kit (^MBttK) ^m^\ \mmit\Z^-DX^ 
Cr^r mta^i^^^mMt^iZ^PLfz^i^. DNA Ligation Kit (^Sifi^tM) ^ffl 

^^^xmi^vtzo z.(D^oi,zLxm(bnrzmmxy^x^ \^mAmm^m^^xAm 
mmiom^mnumh. ii240{c^Lfcy^x$ HpBsx-sA^tf/co m^^ntz 

'f^7sS.\^<D\0txg^B^^. AuloRead Sequencing Kit (yrJV'^i^T /t-f^ 
T^^ttM) {C^#(D5!l:^{ClJeoTJ^J^;^, A. L. F. DNA Sequencer (^T;i/Ti> 

^ 4? U A>'y:^;Ko$iJ|5S^iNApaig|5{i7i^l^^ Lfc :i i ^fitlSLfco 
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(4) }:ih<mmmmmn.=Ly h(Dmm 

7°^X5 FpBluescript SK(-) (X h '>'->ttM) cO3/xg^l0inM h U X- 

jfim (pH7. 5) , iQmmt-^^^iy'yi^ii.kmmdm^i^u^i^mmiounzm 

MR^t^^^SrX^y-;^^!tjSt, lOmMhUX-JS^ (pH7. 5) , SOmMJ^-fbTM- U 

x^y— ;i/etmL, DNA Blunting Kit (^MifittM) ^ffl?/^, SacI*5cfc([XClaI 
t^^b ck o U /tS^ib*^ ^ ¥?t A fc^, T :^ D - X 
iZX^mi^. *^2. 96kbCDDNA»r>i^Sr;^l AiglUJRbfco [HliRb/SiDNAf^M-O. 1 wgSr 
^M20^i icDMffiTKfCSnA, Ready-To-Go T4 DNA Ligase (XT^l/^i^T 

■t^^^tm) ^m^^xmrnvtzo z(D^oizi.xm^nrzm.m.PL-f^7.^}^mA 
mm^m^^x^mmmiom^mnu^i^. Ii25iaic^bfey^x5 hpbsscs: 

:klZ, ±sBTf#^n/t7'^X^ HpBSSC(D3MgSrlOiiMhUX-JS^ (pH7. 5) , 

iommi[:^^^->"y2^^^n\mDm^'^t^^mmm\oix\izi]u^. Ktcio^fio 
^jiss^iNKpni (^?sii^±ii) ^mpix:iix:xmmKst-'^-^rco ^s/r^^^^x^ 
somMhux-;^^ (pH7. 5) , iooiiMi^{b:^hU'^A, lommt-^ 
^^iy^A^,izmvmm^^f3i^mmmiOfj.\izmMv. w.iziomiL<Dmmi^m 

Xhol i^mm^m.) ^*^;lT37'CTlB#FB^JS^t^$-e•fCo ^R^&^<£:T;^fP-X'^r* 
Jl/mmi^KtlT^jliU. ^5^2. 96kbcDKpnI-XhoIf^>t^*^l AigHIJRbfco 
^kl-Z. #M¥6-205694f;isH«^(Dy^X5 HpAGE147(D5 /zg^lOmM h U X-ife^ 

(pH7. 5) , \ommt-^^^zy'yA^^v^imdm^iE>u^mmm\{iiJ.i{zix\pL. 
mziomitL<Dmm.mmm\ i^mm^m) ^m?LX2ix:xmmK!:t^^'ti:rzo u. 
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Rj!L-m^:ji^ y-)Vt^m\^. BOmMhux-J®^ (pH7. 5) . loommiti- h ^) O A. 

g2JiJ(Dyn^:-^-/x>A>+)--Sr^trm 66kbCDKpnl-XhoIf|FfH-&m 2 fig 

'AlZ. ±§ET't#bn/tpBSSC(DKpnI-XholKlT)tO. U gi:pAGE147COKpnI-Xhol8/T 
>T-0. 1 Aig^^S20w ICDMMtKJCJ^^U, Ready-To-Go T4 DNA Ligase (yrJV 

XS HpBSMoS:t#:^o 

'AiZ. ±IE-Trf#^n^c:/^X5 HpBSMoC03wg^lOmMh'JX-J^^ (pH7. 5) , 

y—)VitmV. lOmh^JX-mk (pH7. 5) . 50mMJ^<t:hhU'>A, lOnMi^lbV 
i?' ^ V •:7 A 43 J; rj? 1 mMDTTTii^ ^ S ^«l0t IQuHzmMl^. m\Z\0 miL (DUmmm 

Hindi 1 1 i^mm^m) ^m^xzivx-mrnKj^^-^^r^o m^jt^m^Ti^n- 

T^yjim^^WllZX^mL. *U3. 62kb<^KpnI-HindIIII|fr)t^*^Jl MgimiXU^o 

^{3, aB^J#^16. 17{Cl3ifcOJeSga3?iJSr^T'5^fi)cDNA^g®lDNA^fiJ6^ (3 
80A, Ty^^H /W^i/XT^AXaSi) ^^(.^T'&fijcU^Cc tt^nfc'&fijcDN 

A<7)0. 3Atg-ro^&i5wicoMm7KicsPA, esr-es^rB^^jnt^L/to MJ^jr.f^^^ia 

(iTSO^B-TOfiLAct^, m^mmm[mvMh')X-Mm (pH7. 6) . lOOmMj^-fts' 
^^v':7A, 50inMDTT]2M liilOmMATP 2Ail^S0A. M{C10^^4(Z)T4 tJ^UX^U- 
tf (S^Bjfi^tM) ^SnAT37X:-tr305^-r^Riic:;$-a:. 5*5K^^U> 
^{bLT^o ±tSTt#e.tl^7'^X^ HpBSMoffi3fe(7)KpnI-Hindnif&rM- (3. 66kb) 

0. lMg<i:U >^^b'&6!cDNA0. 05;ug^^M20/x l(DMa7jctCiaA, Ready-To-Go T4 
DNA Ligase (yy)l'7iy7 n^-^T-^^m.) (.^Tiliig L^t, :i<Dd;e)(r 
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miimiZ^Lfzy'^X^ HpBSMoS^#f::„ m'hntz^'yX^ \^<D\Oue^mi^. 
AutoRead Sequencing Kit (^rJl/^i^T /t-f :t7^;^^tM) \zmH(D^:ljl,zW 
oTSJ5&l^x A.L. F. DNA Sequencer iyrJl-^i^T n^-^'T^^m) \Z^Ki 

:iK\Z. i|$ffi¥5-304989;c|H®(D:/^X5 HpChilgLAlCOSAig^SOmMh UX-j^ 
(pH7. 5) , 100mMJS^b:^^U•:7A, 10inMi^<t:v^:^vt7A43^UJliiMDm^^ 

d^tXEcoRV (^Mii^tM) &iD;lT37X:TlP#rBlSJ6S$-l±^o ^SJiS^g?^T:tfn 
— X'^f;i/mm^»Jl'T5i-ilL^ *99. 70kb(DEcoRI-EcoRVf|lf>T-^*^l Wg[eIiRL/!:o 
:k\Z. gS^iJ#^18. 19t;iSBi!cCOje»g2^JSr^-r'5'&]5KDNAS:Si<jDNA^fi£a (380 

A, Ty^-r H A'-r^tv'XT^AXitii) ^^(.ix-g-fiicu^cc »€,nfc'&fi)cDNA 

(DO. 3/zg'ro$:15Ml<^is£ffi7Kirj!jnA, 65*C'Tr5:a-^iJPl^bfco I^J^Jt^^^^^ia 
fCX30^PBl*JcSbfc?^. 10fg)^»?^[500mMh UX-:®^ (pHT. 6) , lOOmMifiYbx' 
^^'>':>A. 50niMDTT]2Ai lilOmMATP 2Ail&JP^. l!t^lO^{i(DT4 4^U^^1/ 
^5^H^:^— tf (^SigttM) ^iP^T37'CT'305^'rB^J5JS$-B:, 
mitL'tL. ±sBTf#e>n/!:7'^X5. HpChiIgLAlS5|5(?DEcoRI-EcoRVK>rM- (9. 70k 

b) ^.\tigL^)ymi\:^^msxi.Qing^±m2Qtx\(Dmmmzm^. Ready-io-Go 

T4 DNA Ligase {'7T)V'^iyT n-l't'T^^m ^^ffll^^T^li^Ufeo iKDck 

ll28EIiZ^U^:^^X5 HpChilgLAlS^tffeo 

±sBT#e>nity^X^ HpBSMoS<D3Aigi£20inMh UX-Jfi^ (pH8. 5) , 

kzmmi'. S(310^{4<D$iJPM^HpaI (^rSi^atli) ^SP^T37t:T:lB#rB^J^Jt^ 
^-frfco a^Rjrs?^^x5'/-;U^tlSL> 50inMhUX-it^ {pH7. 5) , mvMmt 
:^ h U -^A, 10inMJ^'ft:vy^-->'^A*5ctI>:iinMDTT75ie>;^cj:^M«l^lOu nc?§^S 
MiriOWiCO^PS^^EcoRI (SMiittS) ^JlP^T37t:Tlll#rBlJS:jCN$ii- 
fco MSirx^^S:T:^P — xyjl/«m*iii(CT^ilib, m 66kb(7)HpaI-EcoRlKff 
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'A\Z. -hsSTf#^nfe:/^X^ HpChiIgLAlS(D10/zg^20mMhUX-B^^ (pH7. 
9) . 50inMM:^U'>A, lOmMS^^-^^^i^'^A. linMDTT43cttXl00Mg/mlBSA7&i 

^UjitlSL., 50mMh'JX-J^^ (pH7. 5) . I00lnMi^'^k:^ h U "^A, lOmMJ^-fbT^/^ 

mM^WjfCT^jSL, m. 41kb(7)NlaIV-EcoRIt6lrn-<&i^O. SAigtHiRUfco 
^{Z, ±5aT't#e»nfcpBSMoSCDHpaI-EcoRI»fn-SrO. iMg-iipChilgLAlScTJNlalV- 
EcoRIIlFf^T-O. 1 AtgSr±a20MlOM@l7K{3iinA, Ready-To-Go T4 DNA Ligase {y 

-f^:^S. HpMohCK 

( 5 ) t hittfimm^m:!- h <Dmm 

-(DTimzh: hia#:Cr l-^n- HT^cDNAT^^'^fiL. h^=t^>^ ^JfL#:$) 

^t^^Sh h^CDR^1jiin:#:®VH&3- HcDNA2::^-fe>;/ H^tZjf A^J^J^j: t hYb 

^SSM2 01(4)T?#e>n/ty^X^ KpBSMoCOS/ig^SOmM K UX-i^g? (pH7. 

miounzmpi. m.i,ziomitL(Dmmmmihoi i^m^^m) ^ii\pixz7x:x'm 
m^jiL^-^i±rzo UKjt^m^jL^ /-)it^^i,, ^ommm-^hu^A (phs. o) , 
1 oommt± h u A , 1 mmmm.^^ ^nm^^jiin-m^i^ti^b mmm i o ^ 

^t^^SrfT^^il^, DNA Blunting Kit (^fgjgttM) ^ffit/^, 
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trl^ATtlt. DNA Ligation Kit (^?Sii^±M) ^m^^Xm^VTz. ^(D^t\Z 

t\ AutoRead Sequencing Kit (yTJV^zyT ^-T^i^ttM) izm^<D9!].yj 
(Cl^oTJS^Kt^, A.L. F. DNA Sequencer (yrJV^i^T n^^J-^^U) \Z 

:k\Z. ±IBTf#^n/!::/^X^ HpBSMoSaI<Z)3Atg?&10inMh UX-J^^ (pH7. 5). 

y— JWiKtlSb. lOmMHUX-J^m (pH7. 5) , 50lnMlt^^::^ h U A, 10mM*|>fb-7 

Hindi 1 1 {-^mrt^m) S:iP;^T37'CT?lB#HRf&$-a-feo ^Sf&^^SrT^^f D- 
X'^^;^mM:^»J^rT5^® 66itb(DKpnI-HindIIlBfr>T-^*^l /xg[p]iJXUfcc 

a2^J#^20, 2n3|BiK<7)JeSiH^J&WT^'a-fiXDNAi£g»)DNA-&figm (3 
80A> ry^-r H /W:^'>X7"AXaM) ^ffli^iTB-fiKb/to t# e> tlfc'&fiJtDN 

ACDO. 3//g-r'3S:i5iEzicot^ll7K{cijn;t, eB'CTs^i'rB^Jnlsib/to MJ^;^;;?eiS:^ia 

tCT305^-fe1;^SLfcfS, lOfgi^W^ESOOmMhUX-:^^ (pH7. 6) , lOOinMi^ll:-^ 
^T^v'^A, 50inMDTT]2Ai lilOmMATP lul'^ISl^. M{I10^{4CDT4 #U5?^U 
^^H^^-- tf SrJP;^T37t:-e305^FplJ5J5tv$-&, 5'pfeiSg^U> 

^fbU/Sio JiSBTtt enfc^^X ^ HpBSMoSaIS3lt<DKpnI-HindI I IlUrn- (3.66k 
b) 0. lAigchU >mfb'&fiKDNAO. 05Aig^^S20Atl<Z)M^7K{'*P^, Ready-To-Go 
T4 DNA Ligase {y7)V^=yT ^U't'r^^m) ^m^^^xmi^VtZo :i<D^ 

oizLxn'htitzmm^^'yT.^ \^dmmm^m^^x±mmnmQ\w^mn^^ 

|g310tC^L/iy^X5 HpBSMoSalS^t#/io t#e>n;^-:/^X$ H(D10/zg 
Sr^Vi, AutoRead Sequencing Kit (:7t;1/x'->T ^^-t^^^m:) kZ^i^<D 
^-^^Z^^-oXRm^. A.L. F. DNA Sequencer (7t;1'"7->T ^-^^^t^^^W 
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^(3, #M¥5-304989(CgBiK(Dy^X5 HpChi IgHB2O10 wg^SOmM h U X-i^ 

m (pH7. 5) . mmmti-h'JOA. iommf7^'^->^A^jimmDm^i^ 
A (pH5. 0) , mmm<\:-^h^)^A. immmm.m^<i:zsm^f)'iin-)iA^P, 

J^i^ y—)Vt^^^ntil\ DNA Blunting Kit (^SigftM) Srffll^i, ^ 

ta^i^^^mMmz^^rzo j^i^ y-)ii)cmm. \omh'jx-mm (pH7. 5) , i 

ommt-^^^i^^A^^zsmmu^'^ti^mmmioixii.zmmL. w.^z\omitL 

ija-xy)imm.^Wii.zx^mL. mo. s9yib<Dhpai-^m^i^mh-^mo. Tusm 

mz. HpBluescript SK(-) h ^^fx— >ttM) O3//g^l0inMh 

UX-^^ (pH7. 5) , 10inM^<bT:if^^i^r>A*3ckt;^linMDTT75^'=>fj;^«?ffilOM 1 

{zmx. w.iz\omit<Dmmmmhp&i (^mm±m) ^mpLXiix:xmmKjt^^ 
it/co UKjiL^m^ji^ 33inMhux-e^^ (pH7. 9) , ]ommm^ 

ft-^'&rz. t^i^ft-m^71^u-x^')Um%WW}iZT'ML. 1^3. Okbmpal-Sma 

'AlZ. -ligaTt#enfcpChiIgHB2(DApaI-¥m*S^»r)tO. 1 wgiipBluescript S 
K(-)cOApaI-SinaIRffM-0. 1 MgSr^a20 w lOigcmTKlCjpA. Ready-To-Go T4 DNA 
Ligase {yrJl-^i^T n^-^'r^^tm) ^ffll^TSgi^aL/io 3:oj;e>flLT 

Stc^L/ty^X^ HpBShCr l^ft/to 
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'^iZ. ±sBTf# ^nfcT^^X a HpBShCr l<^5Aig^I0Atl(7)10nMhUX-il®? 

(pH7. 5) , \ommit'^^*^iy^A:idj:zsimdiu^'^fsi^mmmi,zmMi^. mz 

m^Ji^ y—}li)[.mL. lOmMhUX-it^ (pH7. S) , 50m^it±hV^A. lOm 
m<t vy^>">A*5J:tXl mMOTTT^^ ^tn^ lOfiWZ^miy. H (C: l o O 

o—X^')Vm^^Wilzx^m[^. m. OkbcoApal-Spel^frH-Sr^^jl Atg[Hl»RL^o 
:kiZ. ±IB-ef#6>nfc7'^X^ FpBSMoSalS(7)3Aig^lOiiiMhUX-*i^ (pH7. 

5) . \omm<t^^^i^'yi^^^zsimdui)^<=>f3:^t^mm\ou\izmML. m\z\ 

0WO$iJPSfii^ApaI (^SitaM) 2:Ja;tT37*CTlP#rB^JSjr^$-ti:fcc ^SJj; 
f^^Xi$^y-;i^a?5U. lOmMhUX-JS^ (pH7. 5) , SOinMJ^ft::^ h U A. lOm 

U — X^Jimn.^mzX^mV. m 66kb(DApaI-Spel8ff>tS:J^lAigIllJRbfeo 

;^t3, ±fB'rf#^n/ipBShCr 10ApaI-SpeII|ff>T-0. 1 Mg<tpBSMoSalS(DApaI-Sp 
eIf|lT>tO. 1 Aig^^M20M K^i^MTKirSDA. Ready-To-Go T4 DNA Ligase (y r 

/u:t^^^m) ^m^^xmf^iyfco z.(D^o\zi.xni^nrzmm: 
xzf^x^ ]^m\mm^m\^^x±mmmmm^mnt^m\^. mzm\z^vrzy 

^XS. HpMohCr lS:f#?to 

^JS^J2(Dl(l)-Zrf#e>n;ty^X5 FpBSH-SAEE(7)3Mg^lOinMh UX-ig^ (p 
H7. 5) , 50mm\:-i-h^)OA. 10iiMj^'fkTy^v'^A*5cfctXlinMDmi^?^j:-5i^ 

«?^ioAiH3jn^, mz\omiiL<Dmmmmmn6ui (^mm^m) ^m^x^iv. 
xmrB^Kft^-^^fzo mKit>^m^ji^ /—)it^mv. ^omh^j x-mm mi. 5) , 

nzmmv. ^\z\omi^(Dmmmmsaii (^mm^m) ^m^x2ix:xmmK 
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(pH7. 5) . lommif^^^iyOAii^mmdm^ibf^^mmmiOfxuziju 
A, m.iziomtL<DmmmmKpni i^m^^^w ^isi^TZ7x:xmmR!ts^-itrz. 
mKft^m^:ji^ y-)i^i^mv. iomh^)x-mm (pht. s) , bommt-rhv^ 
A. \ommif^^^'^^Aiijzmvmm^i^u^mmm\Ofx\izmmv. mz\o 

fi£:^m^ri^u-7.y)]^mm.^mzx^mv. ^mv h/3-i>^pt'>jt€^xy^ 

-f ~>>^\ 7j?UA->i^:^JU, SV40lDS8^tfeT4?UA~>^^:^;^:feJ;t;^SV40^9!J^it'(S 
TT'n^— ^-^^tr*«Jl. 98kbCDKpnI-HindIIIKIrM-$:m Sj^igHJiRLfco 

mt^m2(Dl (5)T:t#'=)nfcy^X5 HpMohCr lOS/zg^lOmM h U X-i^ 

^ (pH7. 5) , iommif^^^->^Aio^mvMdTu^i^fji^mmmiQp.\{zi}n^. 
w.iziomiiL<Dmmmmmi i^mm^m) ^impLxz7x:xmm^ft^^i^fz. m. 

m.mm.^JL^ y—}ViK.m\>. lOMlOSOnMhUX-i^^ (pht. 5) , lOOinMi^'ft::^ 

Ku-^A. nmmt^^^i^^2^^^'(S\mmit^^u^mmm\zmM\^. ^^z\ 
m^7^a-7s^')imm.mmizx^mv. t hi\:mmm^m::L->y h^^t^m 

'AiZ. JiSeTf#e>nfepBSH-SAEECOHindIII-SallBlfn-0. iMg. pBSK-HAEEOKpn 
I -Hi nd 1 1 1 »f >tO. 1 fi g*D J: DCpMohC r 1 <?5Kpn I -Sa 1 1 »T>tO. 1 m g^^S20 // 1 CDM 

KTKtCjP^. Ready-To-Go T4 DNA Ligase {yy^V^i^T ^^-i^y^^^W ^ 

m^^xmf^vfz. :z<D^oizLxn<E>nrzm.m^-y^x2. }^dMmm^m^^x± 

'AiZ. ±IB"et#6n/!:y^Xa HpMot ISPOS/zg^SOmM h U X-Jfi^ (pH7. 5) , 

mzmpl. wiziomiLommmmsaw ('^mm±m) i^j^zsmmmmxhoi^m^ 
xzix:xmmKft-^iirz. mKjit:sm^7iJa-x^')imm.wmi,zx^mL. m 
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9. 06kb(7)SalI-XhoI»TM-<^i^l;^gtpIiRbrco 
^A\Z. ^mM2<Dl (2)Tt#bn/i:/^xa HpBSK-HAEESalCDSMg^lOmMh 'J 

y^-mm. (pH7. 5) , lommit'^^^iy^A^^zsimDm^^t^^m.mmouiiz 
m^. w.iziomiL(DmmmmK]}iii immm^m) ^mpLx^ixzx-mmKjt^^^ 
tio mR^-m^ji^ /—jvttmiy. somMhux-Jt^ (ph?. 5) , mmm<ti-h 

^-^ytf. J}^UA->y::^;^cfeir^'SV40lOMJt^KTJ}^UA>'^7^:^J^^£:■^tPi^l. 37kb 
<7)KpnI-SalIP|Ffn-2:m 1 um^Vtc. 

m (pH7. 5) , x^mmt-^^^iy'tfi^ii^uimmT-fj^^f^^mmmiQuuzix^TL. 

S^^^^&XiJ' /— ;Wj5fc|gL, SOmM h 'J X-i^^ (pH7. 5) , lOOmMJ^fk^ S U •i?^, 
1 OmM^f b V ^:^>">A*5ckDfl mMDTTi^&i ^ T^c ^mmWL X^uUZ mm L . M t3 1 
O^jpg^mhol (^MiateM) ^SP^T37*CT10#rBl;Sj£;$i±/co ^Sit^j^^T 
:»a-xy)Vm%^mzX^mV. t h{btn:#:LII^:K:i- >y h2r^tr*5l. 06kb 
(DKpnl-Xhoimh-^m. lumUl^fZo 

^AiZ. ±32Tt#en/!:pMor lSP(7)SalI-Xhol8fr>T-0. lMg> pBSK-HAEESal(7)KpnI 
-SalllllritO. 1 wg*3J;a^pMohCK;(7)KpnI-XholKfrM-0. 1 Mgi^^S20// IcdMMtKJZ 
tP^^ Ready-To-Go T4 DNA Ligase (yrJl^zyT :t^^t±M) ^m^^X 

mw^mn^^v. mmiz^vtz-f^xs. hpmok risp^f#;rco 

'-kiZ. ±aaTf#^nrry^X^ HpMo/c r lSPC)3AigS:50mMhUX-ite^ (pH7. 

mionnzmmL. M\ziom&<Dmmmm\hoi i^m^^m.) ^jn^T37'CTi 
fj#ras*&$-e-/io mi^ft-m^j^^ /-)i^izmv. \omh')7.-mm. (ph7. 5) , i 
ommit'^^^iy^A^^zMimm^i^ys.^mmmiotiUzim^. M\z\omtL<D 
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mo. 2fj.g\Biuvrz. 

m (pH7. 5) . \ommt'^^^i^^Ai^^xs\mmit^^f^^m.'mwi\oiiuzm7L. 
m.Kmm^jL^ y-)vix.m.\^. somMhux-j^^ (pht. 5) . mmmt-rh^)^ 

^(3, ±taTt#e,nfepMo«; r lSP<DSacII-XholKlf>tO. 1 //gtpBSX-SAcDSacI I- 
XhoI^lffM-0. 1 MgS:^S20At l(DMM7K(33t]P^, Ready-To-Go T4 DNA Ligase (7 

HpKANTEX93^f#;/^. 
2. tat ML-5Ra|g^y ^D— :h;Wja^*:^n- Hf-ScDNAO-^gl. 

n 

>t KD>?x>aMCDmRNAjaai^'y hT^SFast Track^fflVi. 4^>:/ hlC 

7. KMnSB^ScfcrnMUSe^^/Wyj H-VC^n^'tlFERM BP-5133, PERM BP- 
5134, PERM BP-5651)(D#1 X10'mJ:O, ^n^'tlnRNA^Sltf U/to 

(2) y'r>Xtn;t ML-5Ram^/i^n-:^;i/ia^*:^m/Wyj F— "^COH^^fe 
ctm^cDNA^-r U -©f^M 

^]6S^J2 (7)2(l)TBzt#L/!:KM1257, KM125943=ttXKM1486(DinRNAO§ 5 W g 75^ 
6, cDNA Synthesis Kit (^T;bT->T Ji^^y^^^M) ^fflt.^, ^^;/h{C 
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^*n<^*«}l. 5kb(Z)cDNA»f>i-0M Atg*3cfctX*>Jl. OkbcDcDNABTrM-O. 1 (ig Lambda 
IA?U^^^- [Lambda ZAPI 1^^^:$' — SrEcoR I "T^J^^, ~>mT JltJ y ^ 
Xy Intestine Alkaline Phosphatase) TMii L/rfe<D : X 

^f>*->aM] 1 txg^T^^jij—^mmmn.bfxuzmMi^. t4 dnau:^-- tfns 

^3-^— hbfco ^n^*n(7)JSj;£:^^C0'5-^4 jti ISrSfe • ^$'D- 

n>^?'(Molecular Cloning) , 2.95, Cold Spring Harbor Laboratory, 1989] 
izm^ (Xh^^>>->M) ^mmLT^Ayyy-- 

V^znv'T—Vy^X^. dtlbSrl^^ C^l/^j-^— • ^D-->^*(Molecula 
r Cloning) , 2.95-107, Cold Spring Harbor Laboratory. 1989] \Z^-d'T:. 
^iin V ^ Y t3#«(Z)^|^mmLl-Blue [/W :t5^ii7 - /7 7. (Biotechniq 

ues).5_, 376 (1987)] lC!i5^^-e-T, KM1257v KM1259*5<i; D^KMUSGOHtScDNA^ 
U -^DctmilcDNA^-r 'J -i: bT^n^*n*<J4 =PMC0:7 T-v^i^ 

(3) tafc ML-5RaM^y ^D-:l-;|/Jn;<*:^^A-ryj K-T(DHM:J3=kmm 
Hf ScDNA<Di7D— 

^JEM 2 <D2 (2) Tf^M L fc-?-n^*n(7) yr — \zm^.-Vu^)^u— 

7.y ^ )l'^—±\Z®^Lrz [^rl/^oL^— • ^o — ->^* (Molecular Cloning) 

, 2. 12 . Cold Spring Harbor Laboratory. 1989] » ^~hu±.)Vu — xy 
;l/^ — S:ffl(.iTECL h ' y^^V^ • Tv-y H • ^'^U • T> 

H • T-^i'v'a > • i^XT'AX (direct nucleic acid labelling and detec 
tion systems) (TTv-i- A^tM) {r^{^CD^ffl|5£a^»lC^^i. 
pyj >COC^^^Zi- Hf-ScDNA {HlI«N"::7XCr IcDNACOmit [ilJKCell), 

18. 559(1979)] . LiIli^'j7XC /c cDNA(Dp|frit [-t^KCelD. 22. 197(1980)] } 
i£ya-^<i:bT-en<i:3^<^^bfc7T-':/^o->^llf#b7^:„ Lam 



75 



wo 97/10354 



PCT/JP96/02588 



V^U-y-^^^T^^ KpBluescriplSK(-){C^^L, S*l6^lCKM1257CDHm^i3 
-HT'5cDNA^^tf^a^;ty5'X5 HpKM1257H43=l;lXKM1257COLli^3- Hf 
-ScDNA^-^tfrnM^y^X^ HpKM1257L> KM1259CDHII^ZI- H-T-ScDNA-^tfrn 
^^y^X^ HpKM1259H43j;tXKM1259®LliSrl3-H1-'5cDNA^-^trm^Ay 

HPKM1259L, KM1486(DHmSr3- K-T'ScDNA^^Om^A 5 HpKMl 
486H43j;tXKM1486CDLmS:n- H-rScDNAS:^tr«a^;^:/^X $ HpKM1486L^ 

(4) trCk hIL-5RalIty^O-:^;Utri^$:<DH$Mi3d;m|g^3--K-r^cDNAC^ 

^JS0^J 2 (7)2 (3) Tf# ^ n/!:^^ Xta t h I L-5R a y D -:h;i.tit'*(DH 
l«*5.i;r>'L^&D-H-r'5cDNA(DV«^(^ti»iS^iJ<^, tf^n^c^^X^ KOIO 
Mg^rffilis AuloRead Sequencing Ki t (:7t>'PTvT /n'^ {C^ 
#OM;^lC^oXJ^jrxf^, A. L. F. DNA Sequencer (:7T;W-Ti>T /N'-f^T^-^/ 
ttM) t3J;0mm^»iLv ^^Ufco ^^Urc^n^*n(7)cDNAO^XBB^Jd:0, 

KM1257, mn^^^^nm\m(m^^i^^is\M(mm.'m<Dy ^ /^SB^^j^^^b 

fco Ba^J#^22lCKM1257(DHfI. ge^J#-^23(-KM1257(7)LlI, gB^(J#^24{CKM125 
9C0Hl^, ae^'J#^25{CKM1259COLlI. ge?iiS^26tCKM1486<DH|S. gB3^J#^27HK 

^JS0«J 2 (7)2 (4) U/t^-T-^Xifi k h IL-5Ra^^ y D-:^;^^it#:CDH 

h,Juyti)\"^y'^VXV (Sequences of Proteins of Immunological Inter 
est) , US Dept. Health and Human Services. 1991] ^'AM'^^Z.t.\Z^-D-Z 
IrI^U;^Cc BB?iJ#^28, 29*3j:rX30{IKM1257(DHl^CDCDRK l^^JSl. mm^ 
3K 3243=i;m3{ZKM1257(DLli(DCDRK l^^lSZ. ga^ij#^34. 35*3J:m6t3KM 
1259(Z)HliOCDRK l^^m. Sa^i#^37, 3843^m9{CKM1259(DL|S(7)CDRK 2 
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Sa^JS^43, 44:fecfcm5lCKM1486(^L^CDCDRK 2:fectm<7)-en-6n07 5 / ^ 

3. trLt:ML-5Ramb h^^^^jT:^(7)MiS 
h h IL-5<7)^2^fiH4 Srffi*-r'5fg14^Wr'5tn: t: h IL-5R a y ^ D-:^ 

(1) iftt ML-5R a iSk h^^p^^ta^*:(7)5R§i^^^iS'-pKANTEX1259COli^ 
<7)2T?#e>nfc:/^X^ HpKM1259H*5cfctXpKM1259L2rffiVi/!:SrLk hlL-5Ralifc 
h hitm^^mm^^^—TiMmElQZ O 3 m g & lOmM h U Ts-^m (pHT. 5) , 

^Ji^ SOmM NUX-i^^ (pH7. 5) . lOOmM ie^t:^ h U lOmM 

i^if^^'^-^^'yA. ImMDTT, 100 w g/mlBSA *5cfct)^' 0. OlSK h ^-T h > X-100 6 

/cc-s^®?^ 10 fi 1 (csnA. M«3 lo^iico^jfis^^ Noti i^mm^m 

*^ 12. 75kb O Apal-NotI »ritSri|s«J 1 M glUJRb/io T'^X 5 H pKM1259H 

(7) 5 Ai g ^ lOmM h U X-ii®? (pH7. 5) , lOmM mt-^ ^^i^^ I>,^XXS ImMDTT 

10 M 1 \Z1]W?L. 10 ¥{4(D^Jpg»^ BanI (^^^^MM) 
2:SnAT37t:Tr 1 B#rBm;&$1±/co M^Sitx^^^^X^S^y-Jl/ML, SOmMHUX 
-i^^ (pH7. 5) . lOOmMJeftT^hU'^A, lOmM J&^b'^i^^v"^ A, ImMDTT, 100 
g/inlBSA43<l;t)C0.01!»;h^-r h>X-100 7&^^fcj:§ilt«l^lO M M'iP;^, SIC 
10^{icO^J|5g^^Notl (^MigM) ^JD;tT37t:-Z: 1 Btra^JSC^^-tt/io Mj^ 
m^'^7i1u — 7.^)Vm.%^mZ'T:^miy.^^. 41kbCOBanI-NotI B/tM-^^UO. 5 
ix glsjiRbfco 

mz. mmn 46, 47 irsBi^cD^ssa^j^wr^^fiJc dna dna -^^^i 
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(380A> Ty^-TH A^^->X-7^AXaM) ^m^^X^^ZLfzo ft^nfc^ 

^-m^mwzT 20 ^mmmvrzm. \ommmmimm h^j7.-mm. (pht. 6) , 

lOOmmt-^^^iy^A. 50inMDTT]2 p. 1 t lOmM ATP 2 // 1 ^ImPL. Sgt3 10 # 

±gHTt#^nfc:t: h{tir[^^%3^ffl^^r^S^-pKANTEX93 E&*(7) Apal-NotI Wit 
0. 1 ju g H PKM1259H a^feO Banl-NotI KfrM" 0. 1 g i: U >^'ft:'^j5^ 

DNAO. 05 Ai g 2:^»20 m 1 cDi^M^KtCiPA, Ready-To-Go T4 DNA Ligase (77 

y^X^ H PKANTEX1259H *f#fco 

^iC^tfbtlT^cy^XS H pKANTEX1259H(7)3 g ^ BOniM hUX-J^^(pH7. 5), 
lOOmM mt-r h U "^A. lOmM Jfi{bvy;^'>'j7A, ImMDTT i^^lS 100 w g/nlBSA 
^ie»7^j:'5M«^^ 10 II 1 {-JPA, K(C 10^{i(D$iM»^EcoRI (^fSi^ttM) 43 
J;»]|S»^SpII (^tBifittM) ^iPAT37'CTmrBmj5S$-&fco Ms^t^^ge 
<&T:^fp — xy;l/mm^*itCT:^jiiU, 13. 20kb CO EcoRI-Spl l Kfrn-^*^ 1 w 

gimixbrco 

H PKM1259L CO 5 m g ^£ lOmM h U X-J^i? (pH7. 5) , 50inM Jfi 

w^Km^m^jL^ j-)vt)Lmi^. somM hux-m^ (pht. 5) , m^s^ mti-v^) 

"^A, 10mM^<b^^^v">A. ImMDTT 75^ ^,7^cC-5M»j^ 10 w HCJP^, StC 10 
EcoRI (^Mifi^tM) <£SPAT 37'CTr 1 B#FBl^^£;$-e-/i„ ^j^ 
^Sf^$rT:^o — xy;i/mm^»J{CT^iilU, S^O. 38kb O Avail -EcoRI WiY^^m 
0. 5 M gmiRbySio 

gE^J#^48, 49 {Z|B«<7)^»g2^iJ^W-r^^fi5cDNA^iii]DNA^figa 
(380A, ry^-l- K /W:t>'X7"AX^tM) ^ffl l^T^fiJc L/to 
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jt^m^^i^izx ^0 ^TBmmvfzW:. \o mmmmimm h u x-mm (pht. 6) , 

lOOmMJ^^L^^'^v'^A. 50mMDTT]2 u. 1 i lOmM ATP 2 m I ^JPA, 15(3 10^ 

±aETt#en/;y^X5 HpKANTEXI259Ha5ltCOEcoRI-Spn 1 w g, ^ 

HpKM1259LS5fe(7)AvaII-EcoRI f&fM-O. 1 w g^fe^tJf U >^>fb-a'fiKDNAO. 05 
p. g Sr^fi 20 p. I (7DM®7tcl::tPA, Ready-To-Go T4 DNA Ligase (:7t;1/"7vT 

H DNA^?^^ffltiTAl^llHB101 ^i&J^Kfe^b. H 38 latC^Ufcy^X ^ H 
PKANTEX1259 ^^#/to 

(2) PKANTEX1259 ^fflli/cjat h IL-5R al^k h^^^ ^in;#:cD^ hSXD 
— -7YB2/0i^fl& (ATCC CRL1581) trcD^ig 

YB2/0«Hfl&^(Dtat h IL-5R aMt hM=^^^ ^tn:#:^^^^iS'-pKANTEX1259 

— (Cytotechnology). 3, 133, (1990)] fZTffoTto 

^WJ2CD3(l)Tt#^nfcpKANTEX1259 CD4 m g ^ 4X 10«^<7) YB2/0 Jfflfl&'x 
#A^, RPMI1640-FCS(10)Sr 96 '^x;Ux'-r iJ7p^-f ^ — 7^1/— h{3 200 At 1/ 

"r-fiyy (OT, G418 ch^^T, ^^n^hM) ^ 0. 5mg/inl fCT^i^ct tC^jjPbX 
^^(3 l~2MrB^ig«L/ro G4l8iilf't4^W-r^J^Mfe^i^(Dnn--/0^*ai^b. 
D>7;i/X> htIfj:ofc':7X;U^Di^ai±m^£(EliRL. ±if Otak h IL-5R 
allt h^=^;<^tn:<^OS<4SrJE;lTC^t-ELISAtel ^Sli«ELISA^2{3ctD 

ELISAfel 

1 CO K 1 0) (Z)M^*ffll&l§*±mc}: D t# ^ n/ish I L-SR a -Fc ^PBS-e5 w g/ 
mlcD^g^, ^-i)t.itt$ 6(C^lRU7t^?^^PSL/. 96'>x;K^EIAffl h 
^^-r-^m.) IC50 re JPT^^-aU, 4'CT— ^SJfBLTS^^^ii-fCo 
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l%^^JilimT;i/y^>(BSA) i£^trPBS (IXBSA-PBS) ^lOOw 

mm^m^<D^m±m$>^\^mmmvrz4o u g/mi (D^m^ b h il-br a ^^^i 

%tx -^c^^z^mm 1 co3TsSg»lUfcO. 4/ig/inlC0h*;f5^>11ifeh ml 
-^^2%n\y^^x.}V^m.V. ^iaT4B#rBlS;^;;$1i-rco O. 05XTween-PBSTj5fe^^. 
l!i;BSA-PBS(C:T4000fg{C#5^L/!:^;i.:t4-i>y-if<^^Tt:5>*>D (-^Kft 
m) S:50Ml/':7ac;l.TinAT^iaT'lB#raSf&$-&, 0. OBXTween-PBST^?^?^. 
ABTSSWf^ [2. 2'T>-Vt:X (3-X5^;U^>y-5^Ty'J >-6-X;i/4^>^) Z17 
>^--^A(D550mgS:0. lMi^X>^m«J^ (pH4. 2) ILCl^^b, 
mity^mi ^.Wvil^m^til^m.l <&50Atl/'>x;WjPx.T%fe$-a-, OD415nin(7)® 



M-^Kl*^ (%) =100 X i(X) 

B - C 

A: ^jiW'i^M^^s- <r> OD#; 
B: Y)\A^^^\-mim(r>o\y\ii 

c: ;t ^ >>fisf4k b \\.-^mmm(r>omi 

ELISAfe2 

^iS0y 1 <D i( 1 0) (D^^ummm^m^ o f# ^ n^csh i l-br a ^pbst 2 m g/m 1 

l%4^jfiim7;P>^^>(BSA) ^"^trPBS (IXBSA-PBS) SrlOO/x 1 /'^xJPjfiP;!, 
^iaTlfitFBlSJ^;:$ii-T^oTliSfS14S>&:/o.:/^^ L/io IXBSA-PBS^itT, 

^iaT2P#ra^Sjr^$-li-7"co O. OSmeen-PBSX-jJfeitl^. IXBSA-PBStCTSOOfg 
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^bO(j.\/'yj^)lX'Jia^X^1^X'mrB^K}t^-^'^. O. 05%Tween-PBST^^^^. ABTS 

mnm [2,r 7zy /iix (3-x^;i/^>y^yyu >-6-x;i/jj^>^) -y>^ 

A<Dbbomg^o. jL>mmmm (ph4. 2) mzmmv. mmw.ntnzmmt 

mmz-Dl^^X. 0. Smg/ml G418. 50nM MTX (ix^^V^M) Sr^tfRPMI 1640-FCS(1 
0)mmzmmV. 5%C02-i>=¥=L^—:^—[HXZ7X:. 1-^21^?^^^^. 50nM MTX 

um^m-r^mnmmm^mmi^rz. mnm.i^m^'y:ii)uzn>y)VJL>h\z 
u^rz\^j^xmm±m^(7)tfi\i h\i-iRam}=: hm^^^mi^<Dmi±^±.m(DE 
LisAriiickDM^bfcc fs\i(Dmtbi=>nrzmm^mmz-Di.^xit. ±mtmm 

<Dmmyji^l.Z<i:y). ^ i=>l,zmimm.^lOOiM. 200nMi:JLtfTfT#. 0. Smg/ml G41 
8, 200nM MTX^mPMI1640-FCS(10)igi^STti5tpJffgTAiO, trttML-SRa^k 

h hM^^^in:^^^:^r^fl^MS^^*<hbfco tab ML-5RalIh hM^pt^ 
trC^^Sr^Mf -5fl^Mfe^t*COM<i:bX^SKM1399 (PERM BP-5650) T&^^tf ^tl, 
^tlTJ^'^j^-r ^ Jrt t ML-5R am t h^^^ ^tn;#:*KM1399 Lfc„ MMm 
^^KM1399liFERM BP-5650i:bT, ¥^8^9^3B#T> 

mt^mm^mizmtt'^nrzo ji^Kfe^^D->KMi399cDjfLt Mi-sRamt 

^ ^ ^ ia#:KM 1 3 9 9 CD Mtt t**«)5 /z g/ 1 0«c e 1 1 s/24h r T' o fco 
(3) tab ML-5RaMt h^=^^ ^ta^KM1399(^lS«±tt75^e>0«M 
^5gfiS|2 0 3(2)Tt#e>n^tn:t h IL-5R alSt ^tn:#:^]£t*KM1399 
^O.Smg/ml G418, 200nM MTX -g-tf GIT ^ife (0*K^*i:M) l~2xiO=i9HBS 

/ml .h7'=j:^<:fce)t;Mb, nscm'^^xzi {^'"y^-^-^m) (3 200ml T^^^a 

ofeB#.-^.TJg3l±ffi&lHliRL;^Co Mi^«±ti*5 l.OL iOyo-t.>yy A (7W:t 
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KM1399 ^m^mgm^VfZo iltMtat: h IL-5R a^h h^=^-;^ ^Jrii*: KM1399 (D^ 
Ang^. E^-r^r— (Nature) . 227, 680 (1970] ] {I^toT^ 

mM.mv. ^i-R^m^tz. ^co^m^n 39 lati^To mz%m\z^Lt^^^ 

\t.m 25 ^py;U h D . lEH.i^^'^BcT) H^iSckUCL ^(D^i^^O^a^^n 

fco *;^c, #M7n^^TTt*tjifch IL-5R omt h^=^^vfii^*:KM1399 0^J^'^ 
140 ^uy)Vh D . 2 :$:(7) H |g*5j:0: 2 i^(D L IItJ^ ?>7^d:'5iEL.li^ 

#$COh h^^^^irL#:<D^5|7)mS$nfco ^^c, mMtrit h IL-5R a^t 
h^^^^trL^KM1399 OHJI, L N 5 y ^E^JS:yD5=^-r 

>1f- (470A, T^^-l-H AW^v-X-T-AX^fcfit) ^fflt^^TSftX H^>5^■ 
(4) tat h IL-5R allt hM^^ ^taf*: KM1399 (Db h IL-5R am^Z%^-t^K 

ii&'te (ELiSAri 1) 

tnit: hIL-5Ra$IV>>Xtn:#:KM1259*5«fcDC^t: hIL-5Ra^t hm^:^^m.W 

mn^^<D\ih\i-h^am\zn-r^Km^^mmm2(Dz (2) tcsBiccoELisAfenc 
io^teb/to ^<Dmw:^m^m\z7^-ro 'mAm\z7r.vrc^o\.z. tatML-sR 

allt h^=^^^tr[#:KM1399t*tf[t h IL-5Ramv>X^^*:KM1259<i:(Sl^CD?^ 

lit ML-SRalltC^^-r^SJI^'tt^WbTI/i^CliTit^^n/to 

4. C0S-7m (ATCCCRL1651) ^ffll.i:tSth h IL-5R aMt: ^tn:#:(D 

TgB-Zrai-<Stn:h h IL-5R amt: CDR i^«[tfC#:^C0^a;t-x3 XD^g 
ttM^J; DjfljitwfTT'.cei/riebtZ. pKANTEX1259 *5=ttX-€-C0M^^ ^ — 
T COS-7 MtC^D^t^tfit: h IL-5R aHfc hM^^ ^^^(Z)-ia't4^J|:& ij # 

(1) PKANTEX1259 (7)eSc^^^^ — COiHIII 

Wimmmz^n^-m^^^<Dmmtmx^nrz.^^^^ 9 -(Dn\i-mz 
i.i:ich7j?^'#Abn/io ^:i-ir pKANTExi259 <Dm^%mzmm^m^^fiut.^ 
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H PKANTEX1259 (D 3 // g ^ lOmM h U X-J^l? (pH7. 5) , SOmM mti- 

Mfz 10 W40*iJ|5S»I^HindIII (^JgjgaSi) ^iP;lT 37t:T 1 PtrBlJ^Jtx^-li: 

/Co I^J^^&?^^X^y-;i/it|f5b, SOmM hUX-J^^ (pH7. 5) . lOOmM mt^ 

m.\z 10 wi<^$tjiss^m Miui i^mmtm) ^mxx st-ct i l^#^mJt^$-e-7to 

^KJ^>^m.^JL^ y-)ViK.m.\y. DNA Blunting Kit (^?SjaS:M) ^fflVi, 

X^';wm^^»]l3T^iab> *U9. 60kb c^DNAI|fr>t$rf5 1 jci g IhIiR Lfco ©iRb 
/i DNA 0. 1 M g 20 Ai 1 COMMTKldin^, Ready-To-Go T4 DNA Ligase 

m^-f^T.^ Y DNA}g^^ffi(.iT^)s®HBioi m^Mnt^^^v. m 41 m\z^v 

H PT1259 ^ntzo 

(2) PT1259 SrffllifctTLt h IL-5R a|ib hm^^ ^mi^<D—m^mm 

XO:iL)U-r'D^t^L. ZTCX'—mmrnVtZo m a l OOPII-MEMitlfe (^^13 
liiSI) (3PT1259 <?)2 M g<£*P;l> set' 100 M 1 COOPTI-MEMi^itt i^-fn^m) 
10 w 1 <^Ui}^:7x^ > • UX— v^xVh (LIPOFECTAMINE Reagent. 

^zTu^tmd ^mrnvtzmm^impL. ^ux^^^f^K^.-^^^. dna-u#v-a 

OlI^^*:$:fl^fife$1±fco WtSLfcC0S-7iaBfl&^ 2ml COOPTi-MEMlg^ (^^ntt 
^) t: 2 lEl?5fe#^, DNA-'J7^?y-A<Z)^g^#:Sr^tfl§^^^^^IPL, 37t:T 7 B# 
ralltllt^, ^^i^^l^^b. lOXOFCS Sr-^tJDMEMM ^ImXmm 

37t:T'i§«L/co 72 mm<Dm^.xmmALm^m^\.. ^«±ti^ 

©inith IL-5R alih h^^^^in:#:cD^f4MS^M^J2(7) 3(2){l|Sm<D 
ELISA & 1 TfTTJc-p Tto^CDi^m^^ 42 HtC^-Toll 42 ^{C^ UTtcfc ^ {w pTl 259 
^^AL:rcC0S-7imflSO^II±m4'(wig|^^&#e<J/.s:?g't47{>^m^n. trib h IL-5R 
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am\:ihm^}^^ijii^<D^mf)mm-^tir:i. SX±(Df^^^Kl. pKANTEXSS 

$?s:/jn$< b^c^^^-^f^sib. cos-7 mm\zmxT^:itT—m^mm^x' 

^■^ntzo ^fz. mim-r^^mtK\ih il-5r am\ihmcDR^mm.i^(Dfs^^ 
iEmiz]tm-t^rzist>i,z. tib4 (3) izmm<DEiishmz^K)—mi^^mmm± 

(3) Eus^mz^^—}gli^^mmm±m^(Dh h^tmi^^mmom^ 

^4^w^mM) ^ PBS {3T 400 i^^m.vrzmm^ bo ^ ixojLji-r-D^&v. 
4X:\zx-mKjt--^-^rzomi^mm^f^.^mA00 u i/^jdkd ixbsa-pbstst'c, 

1 Pt^1MJ5&$-a:> J^oT(/iS?Si4S^yp«;/^Lfc. IXBSA-PBS ^^jtT. ZirUZ 

KM1399 ^ 50 M l/OJi)Vm^. mUT: 1 B#rB^;^jrs$-ti-;rco J^JTnI^, ^gf^^l^Sb, 
0. OSUween-PBS T'^#m. ^>'W:^^>-5'--tf:^^T«>xtati h « I min.i^ (if 
^ ^ hfliM) ^ IXBSA-PBS iZX 500 fg^fRUrc^fgE^^ 50 p, l/^X.)ljja^. ^ 
iST 1 ^FH^Sl&$-&;to 0. 05SKTween-PBS X'^^m. ABTS [2. 2" Tv'/ 

tfX(3-X5^;i'^>^/5^TyU >-6-X;i/3}^>m)-T>^ii'>AO 550ingSr0. IM 

^jL>mmmm. (ph4. 2) iljcj^/sl, ^sgfflBBtjtcii^^k/x^ 1 ^ i/mi ^^p^ 

5. tah hIL-5RaMt h^CDRi^i|iitn:^0®l)i 

k KlL-5CD^i^fg'|±^|5a#T'i>fg11^W-r'5x''>Xjfit: hIL-5RaM^7^ 
n-:h;P^i*:KM1259*5j;tJCtn:t: hIL-5Raiak h^=^^ ^irLMl399i[5l^O 
etiSr^-r^^h hIL-5RaMk h^CDR^WJai^^^J^TcoO; LTMi^U 

/Co 

(1) ^m<D\ihiji^yii<D^m^m^&mtr^m\ih il-sr aMkh^cDR 

^Wtn:<*:(Z) VH S:I3 — HT^ cDNA (Dmm 

^VT^ h (Sequences of Proteins of Immunological Interest) , US Dept. Health 
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and Human Services, 199K J^TIrI^] > iS^cD^ ^ $'^;^c!: t htfC^: VH ^ FR 
(DSB^iJ(DffiIWH47b^«=,-^y^*;i/-y (HSG I~III) \Z^mL. 

IL-5R amk h^CDR^tt[Jn:^*:VHCD7^/^ia^J^|gttT'5^<i:<hbfco 
Sfig<i:"r^^aifiB^J^il*^-r^fc8e)(C, ■T'^/xtak h IL-5R amftT:fls:KM1259 CD 
VH<7)FRge?iJ<i:. ^+)-y^';i/-y<Dk hta^: VH (DftjiSS^iJ(D FR SB^iJ^orB^O^g 

-T-^X KM1259VH <D FR fia^J<h, 7^(7)11 hJrC^*: VH (D^jiS2^J<D FR 

HSGI HSGI I HSGI 1 1 

72. 1 50. 6 55. 2 

:/ I CO^Sga^J^aeiiLTirLk h IL-SR amt hMCDR^fittn[#:VHOT5 y 
^Be^J^ISltU, y^Sa^J^zi- Hf -& cDNA ^ PCR^^^ffil^iXJE^TcT^ct 

BS^J#^ 50 ti^^ 55 (Z)Je«Ba^JSrWr^^fi£ DNA ^SKj DNA -^fiKti (380A, T 

ii^TO^O. 1 M M iT'cJ: -5^:^)13 lOmM hUX-ig^ (pH8. 3) . SOmM i^'fb:^ U A, 
1. 5inMJ^<b v'^T'^v-'^A, 0. OOlXif ^^>, 200 M dNTP> 0. 5 m MM13priiier RV 
(^Mifi%hM) . 0. 5 At MM13primerM4 (^^SiittM) iScfcO^ 2 mf4(D TaKaRaTaq 
DNA #U^^-1i (^^gjfiSiM) ctO?^C-5^W^S50 M 1 50 m 1 OiS 

?STai/i> DNA it- -^JUt-r i^-^- (PJ480, /\°-^^> x;i/-7-ttM) 
hb> 94t:t3T 2 55t:iCT 2 ^^Pb^ 12X:iZX 2 ^m(D^'i ^ 20 -^-i 

^MfU-Df^o MSJS?^S:X^/— ;i/gtlSb> 20 M 1 O TE |g^?g{Cj§^^, T 
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y^X^ H pBluescript SK(-) (X h v->^?tM) O 3 m g ^ 33iiiM 
h'JX-g^K (pH7. 9) . \^mmm-^tf^i^^I^. 66inMB^^;^f iJ-^A, 0. SmMDTT 

*3cttx 100 u u/n\^ski)^i^ti^m.mm. lo n i \zmx. mz \QmtL(Dmmmm 

Smal (^SiiM) ^iJP^TSO'CT 1 Bt^m^^^itfco mK^^m^JL^ /-}V 
itmU. 50mM hUX-^m (PH9.0) , ImM ti{k-7^>^^^>.>A;ji^>7^j:Si^^^ 20 

M I (c^^L, stc 1 ¥&(DT;i.:^U7:tx:7TiS'— (e.coii C75. ^Mii 
?^^7xy-;u-^Dn3i^jUAaai^. y-;uit^^fT7ij:t.i, 20 « i co te 

±BSTf#^nrcPCR^Oti<sKff>tO. 1 g<i:pBluescriptSK(-)(DSmaI 
»fM-0. 1 M gffi^^^M20 ti 1 OMmzKtCjP;^, Ready-To-Go T4 DNA Ligase 

{yT)V^>'7 n-i^^^^m ^ffliiTSijgLfco z.(D^o\zi.xni^n 
H DNA mm^m^^x±mm hbioi w^j^numi^rzo mn^ 

oit^m, ae^JOJath IL-SR a^k h^CORi^tttri^jsiVHOT^/^iaanj^n 
-H-r^ cDNA Sr^tr^ 43 13 IC^ U 7. ^ K phKM1259HV0 tiWrz. 

phKM1259HV0{r'^*n^Jn:ti h IL-5R ai^b CDR i^tt^^*: VH i^Tm.Qh 

(2) Ut^COh htri^^VL (7)^tfflfie^J^SfiS^<V:-r^tn:h: h IL-5R a^t CDR 
^Utfii^(D VL $:=J — H-r-S cDNA (D^i^ 

i~iv (HSG i~iv) iz^mv. ^^y^)i--:^mz^m^n^m 

^Ufco -e:iT\ ^ne>ftilg5^J^mi^<hUTjrLt h IL-SR aMkh^CDRi^ 

ttin:<^vLcoT^y^g3^ij$:^ft-rsc<i:<hLrco &wfr^nm^m^ 

mVi'T^rciisbl.Z. x^^^Xtfik h IL-5R amt/i:^KM1259 <DVL<^FRg23?iJa:, =S-»^- 
>^^;i/— ycOk htrC^* VL CD^agB^iJCO PR ge^Ji(DPH^CDt@IWH4^p'K/- (^2 



86 



wo 97/10354 



PCT/JP96/02588 



m2m 

KM1259VL CO FR ^nt.. =&-t)-y^;W-ycD t VL (7)^aig53«jO FR 

se^iji: oral Ota 11114 a) 

HSGI HSGI I HSGI 1 1 HSGIV 

73. 8 57. 5 60. 0 65. 0 

■f\ C0*jlS5^J^»^.hLTtrLh h IL-5R a^h CDR ^ffiirC^*: VL (D7 ^ / 
m^m^WLtWy. y^HB^J^D— HT^ cDNA ^PCRfeS:ffl(.iTJ^;TOci; 

gB^J#^ 57 62 Oi^«E?lJi&;ft-r^'a-^ DNA SrSKj DNA -&fi)c« (380A, 7 
T'^-f H /W^v^X-xAXttM) ^m^^X^^Vfz.. DNA 

0. 1 At M <i:fcj:^ck e) {I lOmM h U X-J^^ (pHS. 3) . SOmM mtts U -^A, 
1. 5inMJte'fl:x'i5^^>">A, 0. OOlXif^^'V. 200 u MdNTP, 0. 5 // MM13primerRV 
(^Mjg*tM) , 0. 5 M M MlSprimer M4 (^Mii^fcM) *5cfcr;J 2 TaKaRa Taq 

DNA 3i?U^^— tf (^^@ifi^tS^) J:O7^cSi^«f^50 n I fcijp;!, 50 m I (DiS 

DNA -y— "7;nt-r (pj48o, /^-^> x;i/-7-^h^) n-t.^ 
^'Jl/ffTJcofdo ^Rjt^f^^x^y-;wi3t:jSL, 20 m i te T 

:^D-X>^r';|.mM^i!j{3T5^'Iiib, 0. 43kb Oii*S(KM-Sr*«J 0. 2 tx gm^X^tZo 
'^\Z. ±s2T'#e>nfcPCRt^Oiii|®{6fr>t 0. 1 u g <t^SSM2 (7) 5(l)T*t#bn 
/tpBluescript SK(-)OSinaI m)^Q.\ u gtB^^^a20 /z 1 CDM«7K{rJp^, 
Ready-To-Go T4 DNA Ligase (^rJU'^i^T n^^^^^^m.) ^m^^XW^V 

tz. :i(D^oizvxm^nrzmm^y^7.s. h dna mm^mi^^xi^mm mm 
m^mmmmLrz. j^Mfe^i*oio<@cD^p— >ckf9#y^x^ h* onanism 
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mm^^KD^M^^yU-ofcmW:. SWCDgith IL-5R alSt CDR ^tt 
tn:#: VL <DT^ /^gg^JSrzi- H-T-S cDNA ^^t^m 44 latC^bfcy^XS H 
phKMI259LV0 &f#fcc phKM1259LV0 tZ-^^tl-Stafc h IL-5R hMCDR^ffi 

mi^ VL (JJ^T LV. 0 tmm) (DJ^SBB^J^tecktXy ^ /^BB^J&gBa?iJ#^ 63 iz^ 

(3) iE^Ot h5i^V^^O^^fflg3^i^«j^i:b^-iitbh IL-5R aBiihm 
CDR ^tttaf^CO^^^^ pKANTEXl 259HV0LV0 c^:^^ 

5(l)-C#en/cy^X5 H phKM1259HV0 :feckDJ^Sg^2 0 5(2)Tt#e»n/cyv 
X5 KphKM1259LV0Srffl(.iTin:k h IL-5R a|gh CDRi^*iia#:(D^;^^/7 
-PKANTEX1259HV0LV0 ^]^T<D^ o tw UT^HIIILfeo 

HpKMhl259HVO(7)5agSrlOinMh"JX-:^^ (pH7. 5) . lOmm'it'Tif^ 

5Qmh'jx-m.m (pH7. 5) , mmmt-^h^j^M.. lommt^^^z^OA. im 

R^M^T11u-7.^')V%,%mii\Z'X:6^mV. m 44kb(Z)ApaI-NotIRfT)tSrm 

<D Apal-NotI O.l ti g t^t^-vni^nrzZf^X^ H phKM1259HV0 mm<D 

ApaI-Notl8>rM-0. 1 Mg^^«20M 1 cDMMTKtliD^, Ready-To-Go T4 DNA Ligase 

iyT)i-^i^T Aw^T^^ttM) ^mi^^xmrnLfz. z.<D^oi,zvTm(^n 

^L/z^^X^ H PKANTEX1259HV0 ^mtzo 
^tC, ni=>nrzy^X^]^ PKANTEX1259HV0 CO 3 m g ^ SOmM h U X-ifi^ 
(pH7. 5) . mmmit-Th^J^A. lOmUmt-^^^-iy^M.. ImMDTT *3 100 

fi gMmh^^i^u^mmm lo i izix\^. st- lo^^o^fM^isiEcoRi (^s 
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mKmm^TiJu-xy)l'm^^mzX^mV. *^13. 20kbCOEcoRI-SplI f&rM- 

:k\Z. Zf^X^}^ phKM1259LV0 CO 5 g 50mM h U X-:^®? (pH7. 5) > lOOmM 
m^t-ThVOI:.. lOmmt-^^^-yOA. linMDTT*3j;t>' 100 M g/mlBSAj^^^/^ 

^mmmio u i izmx. ^\z \o miL(Dmmmm ecqri (^mm^m.) ^^nm 

D— X^;i/m^^»J(3T;«"®U.I^0. 39kb (^)EcoRI-SplI »r>t&*9 0. 5 p. g(HlJR 

Jia3-Trt#^n;ty^Xa H pKANTEX1259HVO ft5)5(7) EcoRI-SplI mfn 0. 1 m g 
H phKM1259LV0 E&5lt<7) EcoRI-Spl I gftit 0. 1 m g 20 u 1 CDMM 

TKtCiJPA. Ready-To-Go T4 DNA Ligase (:7t;1/"7>'T /n'-T 

«/iT]^^bfeo ::(Dcke)icuTt#e>n/i:mj^^y^x^ dna mm^m^^xi^ 

JUMHBlOl m^mnUi^L. ^46 ^tC^Ui^T^^:;^^ H pKANTEX1259HV0LV0 ^ 

(4) PKANTEX1259HV0LVO -^ffl l^fcgit^giO h hlri^: V «^CD^®Sa^J^S^<h b 
fcJat h IL-5R am\ihm CdK^mm^(D^v h S.JLn-^ YB2/0 « (ATCC 
CRL1581) X<DnM 

pKANTEX 1 2 5 9HV0LV0 Sr^l^TiJE^Okh ta^ V <7) * jiBB^J SfiSI t b ;/tifC 
th IL-5R am}^hmCdR^m^i$^<D\B2/0mmXCO^m^^mm2(DZ(2)iZ 

mm(Dyjmz'^^ xtf o rcc 

h^CDR^WtrC^c^^jg-T'S^llfe^t^.h LT«KM8397*^fetf e,n, ^n^^^jg 
•r^Sik ML-5Ramt h^CDR^ffiiT:#:*KM8397 t^^S Lfeo J^«fe^i^KM839 
TCOifiti ML-5Ra|gk hMCDR^ftttrL^KM8397CD^j^14ti*t)4 wg/lO'^cel ls/24hr 

(5) ML-5RaMt hMCDR^ttiiT[^*:KM83970lg«±t»75i e><D)|f ® 
mmm2(D^ U) xn^nrctfi\^h IL-5R aMt h^CDR5^*ltn:^*:^Mi;7 0 
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-> KM8397 ^^mm2<Di(z)[z$m(D:^mizm^^m. mmv. mmi 

2mg5lf#bfc. IIMtrLt: h IL-5R t CDR i^ttt^tf*: KM8397 (D^A ug^. 

(D}imii^zsim<D^m^mm^nrzo ^r^. tm^0kwyx-\m\i\^ il-sr 

a m k h ^ CDR ^m^i¥ KM8397 (D^TMit^ 1 40 ^ P ^*;|. h >T'$. D , 2 2^CD H 

ii^3j:z>'2*cDLM75i^7^^iEU(.i;^#$(7>bH^cDR ^mmi^(Dnmi!}mm^ 

TS. ymWim^-fUy^^ >z^-'^>-^- (470A, TT'^-f H ^~>Xt^A 

(6) trit: h [L-5R aMt CDR ^litrE^: KM8397 (Dt h IL-5R amiZMT^ 
Kft^^ (ELISA&2) 

Jilt: ML-5Ra^t h^^^ ^tfCf*:KM1399*3j;tXJik h IL-5Ra^ t h^CDR 
^te*rL<*:KM8397CDkhIL-5RaMtCM-r^j5^£:l4&||M^J2<7)3 (2) \Z$m(DEl 
ISAffi2(C<fcDM^b/i:o ^<D^m^^48|g|{'^To m48|gtw^b/!:cfc (3. ta 
b ML-5RaMt h^CDR^ffitn;^*:KM8397«irLt hlL-SRa^t hM^^^trC^K 
M1399{Cit'<. t hIL-5RalHr^L.T*^Jl/2(7)^fS14<£r;^bT(.^SC:<i:75^'^$tl 

6. trit h IL-5R amiihmCdR^mtrii^mmi <D\m^(D7^/m^^\<D^ 

*M^J2CD5TM3aU/!:Jn;t h IL-5R oMk CDR ^tttf[{*: KM8397 <7) k h 
IL-5R amtC^^T-SSJ^ittiSirLk H IL-5R a^b ^tn:#:KM1399 Hit-<, 

1/2 tC{£TUrc, -€-:iT\ KM8397 (?) V mi^<D7 S. ym^m(D^miZ^^mn 

( 1 )Jn:b h IL-5R allfc: CDR ^*fiJn:#: KM8397 (7) VH COT ^ y ^K^ijcoac^ 
S2^J#^56 iC^U^ctak h IL-5R a^k CDR s^ffiia^ KM8397 CO VH <Z)T 
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#:0 VH ^f^ML/to ^m^-Br^Ti yg^tbTlitrib h IL-5R all x^^xiri^*: 
KM1259 (D V mm.(Dn>}doL-:^-^'A7tmm'E7')V^^%iZV. 75^-^^>yA 

w^-i^3>(D\}i^zi—]^-r^ cDNA ^-^tfy^xs \^^nrzo 

#^50. 5K 52, 53, 64, 55 <7)iSSSe^Ji£Wr§'&fi)c DNA V^THSgM 2 CO 
5 (1) {IfHifeCD:^^S:ff e);it{'J:Dg2^J#-^65 tr^U/tStk h IL-5R alit 
h^CDR^*itn:f*:(7)eS[^A*->'3 > 1 CD VHCOTHV. 1 .h^fB)^=l- HT-S cDNA 
€:-atry^X5 H phKM1259HVl ^f#^o HV. 1 COT ^ / ^SB^JlC*3(.iT{i x"^X 
Jn;<*:*5a;tJ^fc h^=^^^tn:^*:X*^86 6n7S:h h IL-5R amiZM-T^^Jtsi^^U 
l#-r^ae<JT, g23«i#-^56(7)FREt»<Z)95<i:r(D^Pv>, 97fi[C0T^->O#T 

g2^ij#^ 50, 51, 66, 67, 64, 55 (DJ^^E^J^^T-S^J^ DNA Srffl(.iTllJg0iJ 
2<Z5 5 (1) {C|2*^(7);^feS:ff-5>:i<i:{CcfcOE^J#-^68 d^bfctfik h IL-5R a 

hMCDR^«tn:fls:(7)BS:iSA'— >?3 > 2 (7) VH (l^^THV. 2 i:«sE) 
-5 CDNA Sr-g-tfy^X^ H phKM1259HV2 ^f#fco HV. 2 ^ 7 ^gH^JtZfcliTiS 
^/^7 0-:^;i/tn:#:*5J:r>:t: h^4^^^tft#:T|gje)e>nfch h IL-5R amizM 
-t^^Ht^^^U^-r^m^T:. mm^^^6(D¥Rfp(D46iiL(D^)l^^ ^>m. 74 
{i(OXl/:^->, 95^v):(05^nv'>, 97{4(^T^n><D#T^ y^^T-^XSt^: 
KM1259Hmvm^(3^(.iff$nSTayg!T^^T^r:>, TJl^^->, □-fv' 

^T^c, ^si^AT'^-r x'-iUTge^js-^eB, 70, iuz^i^rzmm^m^\ 

BB^J#^ 50, 51, 69, 70, 71, 55 C0:^«E3?iJSrWr^^fi)c DNA i^ffl l^T^ISS^iJ 
2 CO 5 (1) \Z$m<D:^m^ffoZ.t{Z^K>mm^m2iZ7i^Vrzm.}:ih IL-5Ra 
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h^CDR^«^#:(DeSc^/\*->?3>3(DVH (U^T HV. 3 izSIB) $3- 
"£» cDNA Sr^try^XS H phKM1259HV3 HV. 3 OT^ /^ge3?>JfC*5(.iTtS 

■^•j/XtfL^^^Dj:^^^ KM^^^tr[#:-eiSs6?>nfck h 1L-5R ai^t^M-T^JSC^ 
14&{*^tt"-£)S6UTx g2^J#^56 (Z)FRi^(D40{4CDT^->, iiLOD if )V ^ ^ 
61 ^(DT)l^zi>. 72{40T^->, lAiiL<DXU^=:>. lBiiL<D7^ 

^m<i:LT. HV. 0, HV. 1, HV. 2, HV. 3 <i:/t->?3 >75>*itOJConTefc^{C# 

(2)^li N IL-5R amt CDR ^fflin!^ KM8397 (D VL (DT ^ /^SB^JOeJi:^ 
SB^J#-^63 {C^bfctrit h IL-5R alMt CDR ^Itta^ KM8397 <D VL CDT 
5 /S?^^m$-t±> #aac^/N'->73 XDtak h IL-5R amt CDR i^*it?t 
W<D^l ^f^Mb/co ^^S^-ar'STS/^tUTli^t h IL-5R a^ta^KM1259 

bfco ^Sc^#A;^t*i:LT«^M^Ay^-1'V-^ffiliT5^Sg^J 2 CD 5 (1) 
tCfB«<D:^fe$:fTli. Sfi^JCOtfCt H IL-5R allt CDR ^m^^(D^^n- 

>cD VL $rn- HT^ cDNA ^^tr:/^X5 H^fffco 

^S^A:/^-r-7-<iiLTgg^J#-^73, 74. 75 tC^U;^Ha^J$rffl 

ge^J#-^ 57, 58. 73. 74. 61. 75 OJ^SBS^JSrWr'S'g-^ DNA S:ffl{.iT|| 
JIM 2 O 5 ( 1 ) I- ISi^(D;^^ ^noZ.t\z^ri ge^j#^ 76 ^ b rctri h M L-5R 
amt hm CDR^ttin:#:(DeSc^v\*->?3 > 1 (?:) VL (JK^T LV. 1 chSlB) ^n- H 
-r^ CDNA ^-g-tf^^T.^ H phKM1259LVl ^f#7to LV. 1 ^ 7 g^ga^lJ{3*3l>T 
«^y^o-:^JUtn:^^i3iDft h^^pt^t^#:T^86?.nrct h IL-5R am\Z 
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SB^J#^57, 58, 77, 74. 78. 75 OJ^SBB^J^WT'S^fijc DNA ^ffll^TH 

mm2(Dh(i)izmm(D:^m^no :itiz^Ki^^mn 79 iz^vrctn.\i h il-5r 

amt CDR ^ttM#:<7)eS:^A*-v3 > 2 <7) VL (OT LV. 2 iimB) H 
cDNA Sr-^tfy^T.^ H phKM1259LV2 ^mfco LV. 2 ym^mz^\,^X 
«^:/^^7P-::^;^^a#:^5cfcD^'fc h^^^^Jn;#:T-|^se)^n;tt h IL-5R amtC 
^r-5SI&ttS:^*Jtt--5aWT, ge^J#-^63 OFR'^'O 22^(DXW:t::i>> 37 
{4(7)^;!/^$'^ >> 45{5C0Uv>, 77fi[(DirU>. 98 {iC0:7ai-J^T^— 

r^ym.^'E/ i7u—)-)v^^ kmi259l m v mi^i-^v^fc^n^Ta /K-t?$. 
^fru>'>, t;p^^>, ^*;i/^5>®^. TXA-^4^>^. A'uxc^n-^n 

^S2^Ay^-r-7— iUTgB^JS^ 74, 80, 81, 82, 83 t::^Lfefie^J 
<£rfflVi, 8e^J#^ 57, 80, 81, 74, 82, 83 Oi^^BB^J^WrS^fiK DNA Srffll^i 
T5 (1) lC5ei!^<7);^tiS:ff-5;::<hfC«kOia^J#^84 {C^Ufctftt h IL-5R aM 
t h^CDR^*t^<*:CD^^/t->?3>3CDVL (£;IT LV. 3 chXIH) ^n-HT-S 
cDNA H phKM1259LV3 ^ntz.^ LV. 3 (DT ^ / m^n\Z^\,^X\t.=^ 

y ^u-')-)vm.w-i6^zs\ihm^}f^'7iKi^x'mib^nf:i\LV il-sr aiiiz^r-r 

^>SJ5S14S:^}$-r^ae<J-C, g2^i#^63(DFR4»<^7{i<7)irU>, 8{4<Dyo'J 
>, 22 ^4(7)XI/^->, 37 {40^;Ui5'$ >, Z% ^<D^)V^ ^y. 45'fi(7)U>' 
>, 77{40ir'J>, Zli^L(D^nzy>. 98 {iCD^ni - >(0§T^ / ^S: 
/7P_-^;i,jj=j^KM1259Lmvm^{C^lifc$tl-5>T^ y^-^^.^T'^ - 

^/t, ^^^AT'^-rv— tbTge^J#^ 80, 83, 85, 86, 87 tC^R L/tSe^J 
^fflli, BE^J#^ 57, 80, 85, 86, 87, 83 (D:^SiB^J*Wr -S^filc DNA ^ffl 1^ 

Tiisg^j2(D5 (1) \zt^m<D:^m^noz.tiz^K)^mm-^ui,z^Lrzm\zh 

IL-5R amt CDR^*ita<*:oefe^/\'->7 3 > 4 CO VL (OT LV. 4 tmS) ^ 
=1— Ht"^ cDNA 2:"^tpy^X5 phKM1259LV4 Srttrco LV. 4 COTS y^gfi^JlC 
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IL-5R amiZM-r^K!t^^^^m-r^EmX\ aB^J#^63 (DFRcf^co 7{5(DizU 
>, 8{4C0ynU>. 22iiL<DXU:t=i>. ZliiEO) ^ )V ^ ^ > . 38 ^ 

87 {i(D5"Pv>. 98 ^<0:7x-;i.T^->©§T^ x":7XtrC<*: 
^m<hLT. LV. 0. LV. K LV. 2, LV. 3. LV. 4 <iiA*->?3 >75^jitrl30nxefe 

5(l)*5cfcZ>'(2)-Z:f#?,nfe!ab h IL-5R am\i CDR^tt[trt#:0#ae^igA- 
>(D V m^SrP-H-rS cDNA ^^-^tf^ST^^X ^ H^rffll^^XUM^J 2 CD 
5(3){Zia^©:^fe{Ct¥l.i, ^aefi:^;\*->?3 >(Z) V milKSrWrStab h IL-5R 



^V^>^ HV.O HVJ HV^2 HV.3 



LV. 0 
LV. 1 
LV. 2 
LV. 3 
LV. 4 



PKANTEX1259HVOLVO pKANTEX1259HVlLV0 PKANTEX1259HV2LVO pKANTEX1259HV3LV0 
PKANTEX1259HVOLV1 pKANTEX1259HVlLVl pKANTEX1259HV2LVl 
PKANTEX1259HVOLV2 pKANTEX1259HVlLV2 pKANTEX1259HV2LV2 
PKANTEX1259HVOLV3 pKANTEX1259HVlLV3 pKANTEX1259HV2LV3 pKANTEX1259HV3LV3 
PKANTEX1259HV0LV4 pKANTEX1259HVlLV4 pKANTEX1259HV2LV4 pKANTEX1259HV3LV4 
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±.t^^M^ ^ 1^ — <D O . PKANTEX1259HVOLVO , pKANTEX1259HVlLVO . 
PKANTEX1259HV2LVO , pKANTEX1259HV0LVl , PKANTEX1259HV1LV1 , 

PKANTEX1259HV2LV1 . pKANTEX1259HVOLV2 , pKANTEX1259HVlLV2 , 

PKANTEX1259HV2LV2 , pKANTEX1259HV0LV3 . pKANTEX1259HVlLV3 , 
PKANTEX1259HV2LV3 43cl;U^ pKANTEX1259HV3LV3 Oft 13 a^<&||JgM 2 (D 4 (1) (3 

^^^-^m ^^xm^mm 2 co 4 (2) iz^m.o:>:^m izm^. 1- >^ a xd v 
^^^^-r-strtk h IL-5R a^t CDR ^mm.i^(D-m^^m^n^rzo n 
>hu-)\.hLxmm\zifi\i h IL-5R aMt bm=¥^^mi^mm9(D-'m^^ 

^^n-D^Lo ^«±m4'Oth IL-5R am\zn'r^f^'^m'^^-mi^m2(DZ (2) 

(3) \zum.<D^uskm\z^Kim\^\^. i^^ofSctDa-sesc^A-i^ax^v^ 

^<&Wr-5Jihh IL-5R algb CDR #*itn:#:<^)S't4S:fc h^^^^ta#: 
KMiaggcD^ti^ 100 <hL.fci#CDffi^^tt«-C|g49|gt3^bfeo 3^*5. Stt'T 
«^aa:^/t-V3 X^trit: h IL-5R aMt CDR5^W[trL^$:JS VH i VL CO^fl-g- 
-t±T'S^Lrco m49 Elcfc D VH (CMbTiS HV. 0. HV. K HV. 2. HV. 3 t^'^fi^m 

ts\z'Dnxm'\&ffi^<u.^m.spitimisb^n. vl {cMbTJiiv. lv. 3T??gi4*5 

i^<, LV. K LV. 2 XUtih'^^mmyr^m.\^iimibi^ntzo ^ZX\ LV.O 
t^m^Scm VH, LV. 3 t HV. 0, LV. 3 HV. 3, LV. 3 i^iZ^^Vfz LV. 4 t^m 
ik^m. om^-a-OtTLt h IL-5R alib CDR^fiiin;#:tr-3>{.iT*SMin:<*:$r 

±Be-e)ai^fci+ loa^coiaii k il-br aMk cdK^mmi^cD^m^^^^ 

— . -rUt^-^ PKANTEX1259HV0LV0, pKANTEX1259HVlLVO. pKANTEX1259HV2LVO, 
PKANTEX1259HV3LVO , pKANTEX1259HVOLV3 , pKANTEX1259HV3LV3 , 

PKANTEX1259HV0LV4. pKANTEX1259HVlLV4 pKANTEXl 259HV2LV4 *5cttX 

PKANTEX1259HV3LV4 ^m^^xmmm2(D 2(2) izs^m(D:^mizm^ YB2/0 mm 

X<Dmm^rf^^. ^fflG?tn:t:h IL-5R allthS CDR ^mifO^^ 2~4 n 
g/10^cells/24hr (D^jSttT^j^T^J^Hfe^^Srltfco t#e»nfc&a(DtfLt H 
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IL-5R amt: hm CDR ^min.i^^^m-r^w^mmm2(D 3 (3) izmm(D:^m 
izm^mm. mmL. s-acomt h il-sr am\i hmcm^mm.^^ \'^2mgm 

nVfco ^fficDHtMlTLti H IL-5R amii hM CDR ^W^#:<7)^<j 4 g 

(Dtn.}! h IL-5R a^k hSICDR^tt^i^i: fejl7n^#TT«trL#:H^05>^Sti 

m-^ntzo ^tz. #a(D^^mtrCk h il-sr a^CDRi^ftltn:#:cOHm, L iio N * 

±IB-Cf#^nrc#a(?)MMln;t: h IL-5R afih CDRj^ttJa^^^Ok h IL-5R 
amid^-r-SSl^itSr^M^SJ 2(DZ (2) lCta«(7) ELISA 2 CJ: OSiJ^b^S:)^ 
«S:|S5O0lC^b;to ?5:*5, la^TtSa-aac^A'-S/H >Otrih h IL-5R am 
t: CDR ^«tn:«^« VH <hVL om^i±T«^b/io ^ 50 |gll:i^b/t=t e> 10 
mm(Dmm^}:i h IL-SR attb CDR ^mmi^(D^^. HV. 3LV. 0 *5J;Z>' 
HV. 3LV. 4y^>*tn:b h IL-5R a^t: H^^^ ^ta^ KM1399 tmm<D^^<D}z h IL- 
SR a|g{Z*f-r'5;SJ5SttSWbT(/iSiI<h7&?^$n)5:o 

Mb h IL-SR a^b h^^^ -^M^: KM1399 ^mm<D^-^(D\i h IL-5R a||l3 
*ft-^Sirx14Sr^bfcin:b h IL-5R aMb CDR ^mtKi^ HV. 3LV. 0 ^J:^: 
HV. 3LV. 4 (DT^/mmm^itmr^L. HV iZOliXfi^-fe ^ HV. 3 (C^TT 
^ y m^m^^-r^^^. VL « LV. 0 <!i LV. 4 \Z^T7 $ y ^iB^JT*^„ LV. 0 T^t 
CDR^m*igt3b Mn:^^©FR{C^«Sb7ta2^iJT^-g,<7)tC^^bT. LV. 4 tSS-t^^iiS 
ib^fzSbiZ}! h^^<D FR CO 11 n&(D7^ym'^'^/ ^n-±)l^mzM.tii^ 
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tak h IL-5R al^h f>^^>< ^ta^* KM1399 tmm<D^^(D\:i h IL-5R am\ZM 

■r^ifimii^^i&yr^^ti^mw-^n^ hv. slv. o ^^stth il-sr amiihm 

Cm^mmi^tLtZo HV. 3LV. 0 liKM8399 t^^Sb, KM8399 <&^]gt"-5?^Mte^ 
^ KM8399 « PERM BP-5648 <h LT, ¥fiK 8 ^ 9 ^ 3 0 #T\ X^^^^i|rI^'#^i^ 

Jrib K IL-5R alSk CDR ^*ij>i(*: KM8399 (^MiitC^/ioTlS, fifiCDk h 
^ CDR^ffitn:<*:0^jS<i:|p|i^(I. htttj:^ifi\^h IL-5R crm^y^n-:h;i, 
Ji#:KM1259 (^CDR(^^^^Mt3t: htfC<*^(75 FR tC5^*IU:ttn:b h IL-5R a^t h 
^ CDR^ttta^*: KM8397 TlS^CO^gt^T!)^*^ / p-:^;^tr^^*: KMl 259 0*^J 1/2 
TbTb^o/co ^C-e±lECOJ:^HH|g, L m<75 V FR ODIK OtS^OT 

^ /i^^^y ^D— :h;i/tn:#:KM1259 IZl^ai^n^T^ 7 gltCgSc^L. «140± 

^)v±x'i.fi^±^Ltj:ut^^o^mf}m'^nrzo ^oymmiz-Di^^xit^Kimm 
r^mm amm^mmm) ^mr:it3.itu^u\^^f)i. se»<in:^*:covHi:VLcoffis 

^^vrcmmf}^^mtEX'h-r^'T(Dmmzmft-^mT'i^mm.ii\i hm cdr jg^w 
^<z)Mifii£7&5^^5:L$ns<i:%Ae>n'2>, :^mmm\t. iii;a6T(?Dtn:t h il-5r 

amt CDR ^fiitrC#:(7)MigOMT^D, ^^«J^t CDR 5^tttri#:CDM 

7 . t htrC^*: IgG4 "tty^ ^XCO^h h IL-5R aUt h^bJa^^OMiS 
(1) t hta#: IgG4+l-yi5'^X(D C^i^ (C r 4) ^n- Hf-S cDNA (7)^81. 

mn\mmiSK 200111 .tOtfC CD19 in:#:*^=i-7^^ >^^$n/!:^$^-r:^t*-X 
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(DYNABEADS M-450 Pan-B(CD19) : B^y^±)\^^m) ^^XJi DETACHaBEAD (B 
Ml^fzo 5^SIL/i:m=k 0 QuickPrep mRNA Puri f icat ion Ki t (^T^PTi/T /\* 
Slf#l>/::iiRNAO^a75^e> TineSaver cDNA Synthesis Kit {yT)V^iyT 

:t'T!7^m) Srffli.^, ^v\-\zmn(Dmmmmm\z-^'oX(imk^%^vtz. % 

ibtlfz. cDNACD^fiSrfflliT. gB^J#^ 89. 90 (C^Lfct h^W-Z r 4 0^3 — 
Hf^ cDNA <D 5' fiijch 3' fiiJ{CtB|WH4S:Jtog3^J [5?^K«://7 . Ti..;, H . 
U It— 5^ (Nucleic Acid Research). H , 1789(1986) ] O^JSjc DNA i^y^-i^ v 
-<i:L.T^]6gfiSJ2c7)5 (1) t-S3«(7) PCR &firof::„ PCRtCffltifcS' fflij<i: 3' fiij 

cDy^'f-^'-fs^cDs' m\z^ri^rimmmm km cheamHi c7)isiiiBe^ij^;^b 

T*5D, ^#^n/!:cDNA hittK^^^^^ ^-\,Z^W,^zi^XX^^^^\zm 
ftbito PCR ^(TDRf&jgES: QIAquick PCR Purification Kit (^Ti^zn >aM) 
^ffll^TiltSi^aOiiM hU7.-J^K(pH7. 5),10iiMitftViy^>'e7A*5J:rXliiiMDTT 
75^e»;^j:S^«f^30 M ncSn^, HtClO Apal (SSifitt®) ^ 

jpAT 37rT 1 mfi^m.m-^'^rz.. mK^m^jL^ 20mM hux- 
li^ (pH8. 5) . mmmtti^)^L.. i^mmt-^^^-^^i^. ivmiit^c^is^^t 

mmm lO ^ l trJP^.IStC lO^fiOMKS^^BamHK^SigaSD^Sn^TSO'C 

T 1 ii^^is/i£:$-frfco ^Km'WL^Tiiu-7.^')\^m,m.mh\zx^m\.. m i. okb 

CO Apal-BamHI mh-^f(^0. 5 m glUiRU/io 

H pBluescriptSK(-) (X h >-*- >^1:M) coSMg^lOmM 
h'JX-mm (pH7. 5) > 10inM^Yi::x'^^v-r>^:fej;irjCi,nMDTT7i^e>7:cSJ^«^KlO 

M I izm^. mi.z 10 mt<Dmmmm kjiii i^m^^^m ^ta^xzTxzx i mm 

Sitx^-lt^o ^^j;SJe!SrX^$'y-Jl.j5tlSL, 20inM hVX-mm (pH8. 5) , lOOmM 

Miziomi±(DmmmmBmm (^mm^m) ^i]aA.x2ox:xi9miKm-^i±rz. 

U.KJtm^Tiin-7.y)im.m.^mzX^mL. m2. OkbCOApal-BamHl »T>t^ 
^2 fi glEliRD^Co 
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±m'-cm^nrz?CKmmmi^(D hv&l-^am Wih- 0. l u g <hpBluescriptSK(-) 
<D Apal-BamHI Wrh- 0. 1 // g 20 ^. 1 <DmMyK\ZlmpL. Ready-To-Go T4 DNA 

Ligase iyT)l-^i^7 Srffl L^XillSUfco Z.(D^o\Z\^X 

n^ntzM^x-f^T.^ H DNA mm^m^^x:kmn mm m^mn^mvrz. 

J^K^^^O 10<S<7)i^D — >i;0#-7'^X5 FDNA^PMb. j^SSB^J<7)^^ 

r:iy^7s2.\^ pBShC r 4 ^mtco 
(2) h hta#: IgG4 it:/^' ^XOtak h IL-5R a^t hit^i^<D^m^^ ^- 

mmm2(D7 (l)Tt#?,n7tt }-Jn;f$:Cr4<^3- H-r-ScDNA^-^try^X^ 
HpBShCr4*5ckrJ?IIWJ2CD3(l)T*f#^n;ttn:fc ML-5Ra|St: hM^^^tn. 
f*:KM1399<D%31^i> ^— pKANTEX125943cklX5li£M 2 06 (3) Tt# ?>n:tJab h I 
L-5R a 0 1 hSCDR^*ltrL^*:KM83990^:^^i^ ^ -pKANTEXl 259HV3LV0 Srffl 
X. b htrE^IgG4+hy^^;^CD{fLt: ML-5Ramt h<tmi^(D^m^^ ^ — ^J^J. 

fc hirC^C r 4^D- H-f^ cDNA ^-^tf 5 H pBShC r 4<7)4 us^lOvM 

hUX-m^ (pH7. 5) , 10inMiS^bx'i^^>"^A:feJ:tJClinMDTT75^^7^-5M«^10 

(J. 1 fcip^, Mfc iom{io^jis»^Apai i^mm^m) ^mxx3ix:x' 1 b#PbT 
Rj^;:$-a-fco ^Rft^m^jL^ y—)vtJcmv. 20m hvx-m.m. (phs. 5) . loomM 

sEt3 10 mt(Dmmmm BamHi (^^siiaM) <£iiPAx sorx 1 mm^jiB^-^rzo 

^^Jit:^m^7:ffo-X^')im%^Wj\ZX^mV. m 1. Okb Apal-eamHI Kffit^ 
^ 1 w gUJiRUfcc 

;^t3,trib h IL-5R aJih -^tn^: KM1399 (D^^^^ ^-pKANTEXl 259 

^ScklXifLt h IL-5R allfc: CDR ^m^i^ KM8399 CO%3^^/7iS^- 

PKANTEX1259HV3LV0 CO^ 3 m g ^ lOmM h UX-ii^ (pH7. 5) , lOmmit^^^ 
->'yj^^J:Ulwm)U'f)^iE>U^mmm\0 ti l tC3!jP;^.M{'10j^^O^JISai|^Apal 
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20iiMhux-^^ (pH8. 5) . mmmiti]^JOA. lomm^t-^^^i^^A. 

T^jliL, ^n^*n*>J 12. 59kb CO Apal-BamHI 6|lfM-i£-**j2 /iglsIJRLTto 
±lETt#€>n:^^^X5 K pBShC r 4 Apal-BamHI f^M* 0. 1 p. g 

7.^ H PKANTEX1259 Apal-BamHI llfr^^ 0. 1 /z g, 7^^7.5 F pBShC 

r 4 *5|5<7) Apal-BamHI m¥r 0. 1 Ai g ir^^X^ K PKANTEX1259HV3LV0 
Apal-BamHI 1 // g ^r^n^'tl^S 20 jiz 1 (DjgcmTKlCjn^.Ready-To-Go T4 

DNA Ligase {yrJV^iyT /-^-Ct^^^tM) ^m^^xmUl^fZo ^CDct^tC 

bTf#5»nfc^m^;^y^7.^ h dna mm^m^^^xi^mm mm m^mn^^ 

L.mb2m\Z^Lrz IgG4-tJ-:/i^^X<Dtn:fc h IL-5R alit: hm^^^ifH^O)^ 
^^^^-pKANTEX1259 r 4 *5ckrX IgG4 1f ^XCDjat h IL-5R a^h hM 
CDR^ttiriflscD^]^^^^— PKANTEX1259HV3LV0 r 4 ^ff/iio 
(3) h htrii*: lgG4 ity^J^^xotat h IL-5R ailh h'fbtn:<*:OD^ «;/ h^x 

YB2/0iffl!!a (ATCC CRL1581) T'O^^ 
^JE0iJ2<D7(2)T»e.nf:: IgG4 it^^ ^T^Olrtt: h IL-5R a^fc hM=^^^ 
tn:^CO%ii^^^-pKANTEX1259 r 4 43cttJf IgG4 it^^ ^XCOiri t h IL-5R a 
hMCDR^tetri#:(D^ig^i7^-pKANTEXI259HV3LV0 r 4<£ffltiTk hJrC^: 
IgG4 it ^XOtfCt h IL-5R amk hfbtrC^^CD YB2/0 MflSTO^i^S'^il^J 

2 0 3(2) izmm.(D:^mzm^n^rzo 

t<Dm^. IgG4-9-yi^^XOtrit H IL-5R a^b h^^^ ^in:^*:?&^;g-r'5 
J^Kfe^^<hLT«KM7399(FERMBP-5649)7)q#e>n. ^tlT^ft^^t"^ IgG4+t-y 
^XCOtak H IL-5R a^k hM^^ ytfii^^ KM7399 <i:#^ KM7399 ^ 

J^K^^^ KM7399 PERM BP-5649 t bT¥fi)c 8^9^30 #T% I 
HS^^m^i^lUfi^^fiff^RfTtcWft^nfCo ?^Slfe^«KM7399 CDiak K IL- 
5R a|gk hM^^^tn:#:KM7399 (7)^^-1415^ 3 w g/10«cel ls/24hr fcc 

IgG4 -y-y^ ^XCDjrik h IL-5R aMk CDR ^mirLW-^^mt^M 
«fe^^i:LT«KM9399(FERMBP-5647)7!>tf#^tl, -^nTJ^^jgr-S IgG4+hy5/ 
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^XCOjath IL-5R aMt h^CDR^*6tn;#:^ KM9399 i^^iUfCo mU^m'^ 
KM9399 (T^tat K IL-5R alit hM CDR ^mtfO^ KM9399 CO^^iitJi^ 7 w 
g/lO^cel ls/24hr X^h-otzo KM9399 ^^^-r-SJ^M^S^tt KM9399 « PERM BP- 
5647 t LT¥fi£ 8 ^ 9 ^ 3 B Xmfe^^Bl^m^«^I|ie^%fiff^mtC^it $ 

(4) h Htn:#:lgG41i-y^^XCDtn:b ML-5Ra0t: h{fc:4rL#:<7)ig||±m*^ ^(Z) 
3|tM 

ll]56fi«J20 7 (3) Tf#e>nAcIgG4+l-:/i7^X(DtrLb h IL-5R a^b h^i^^^t 
^tn:<*:^]^t5feKM7399 43j:rJtIgG4+>->^5^^X<7)tn:t h IL-5R amt hMCDRi^« 
ta<?^^i^t*KM9399 ^|IS£M2CD3(3){;:fBi!cCD;^^£{I=e£V^i§«, iltMb, KM7399, 
KM9399 ^^n^rim\m.^m^m^VtcMm:\^fz. IgG4-t^:/^^XC7)t^:h h IL-5R 
a^b h'fl:trL<*:KM7399. KM9399 oa-*«J 4 m g S:. I^JS^J 2 (7) 3 (3) iCgaifeO^fe 
frtJEU^m^HjL, ^^^SSrslS'^/to ^©i^ll&ll 53 ^tC^-T. 1153 01::^ 
L:^c<t-5{3, jl7C^#T-trJ*&tn:#:Hli(D^TS«*5 50 ^FDy;Ph>, ta-ft: L 
McD5^-^^M«*tJ 25 h>-e^O, iELt/i5>TSOHli43ctO^Llg(7)^^ 

/)^*?8sS$nfco ^^itTC^^TT^^tfCh h IL-5R a%^}^hi\MP^<D^'J- 

#$Okh^CDR^*ttn:<*:co%3^7!)t?6|g$nfco ^fc, ffiStbfc IgG4 -9-^;^ ^ 
X(^tn:ti h IL-5R a^t h<birC#: KM7399 *5j;tXKM9399 (7) H IS, L^ONTj^JffiT 

s. /mm^i\^y°a^^ (470A, 7^^^ F /\W^->Xt-ax 

(5) k htrC<*: IgG4lJ-:/^^;^(Z)tn:k h IL-5R alSt hfbia^COh h IL-5R a 
miZM-r^KJiL^ii (ELISAfe2) 

k hiri^ IgGl +)-y^^XCDtrLt H IL-5R a^b h^^^ ^tf[#: KM1399, b h 
trt^ IgGl -ti-y^^XCDtiib h IL-5R algb CDR j^tttit^ KM8399, IgG4 +hy 

^XcDtrib h IL-5R a^b h^^^FT^ ^Jrif^ KM7399 i^^U IgG4 ity^ ^7.05 
Jribh IL-5R alSb H^CDR^tttn:«:KM9399(7)b h IL-5R am^Ztit^Kft^^ 
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t:mmm2<Dz (2) {ciBmoELisA**2{c«kosij^b/co t<Dmw:^m miz 

^fo m54|g{3^Lfccfc'5{Z, k hifii^ lgG41ty^^7.(Dtn:k h IL-5R allh 
hitmmt}! hmi^ IgCl ii-:/^^XCOjrLh h IL-5R ailt h-fbta^^chlBl^COS^ 

h IL-5R amizM-r^K}t-i±^mi^x\^>^:itM^^nrzo 

3 . 

1. trihlL-SR atn:#:(D!f$SttCD{8|g 
tn;hIL-5R a^y ^n-:^;|/Jn;#:;j3j;a^in; hIL-5R a k hibia^^CD^S-ttSr^fe 

CTLL-2 mm (ATCC TIB 214) iz\ih IL-5R ii^K^S:«A L^c«B!ia [JEilT, 
CTLL-2(h5R)ifflflai:$5;-r] [>^^-±)l • . X:i»-X^Upt>^S7;V . ^5^^^> 
>(J. Exp. Med.), 177, 1523(1993)] , $>^(/it*^B^i: LT CTLL-2 ffflflS 5X 10^ 
M^^iS*fflfla^feffli^«^^ (imBSA , 0. 02SliEDTA . 0.058; Tv'-fbTM- U -^AS: 
"^tTPBS ) lC<S»SUX^Jg96 h{3 100 m 1 /•>ai;H?5^')^Lfco 
350Xg XM 5^'^Ji>L^^^II^, ±m^m^. lOue/m MI-BK atrO^^ 

^ts^^mmm^mmmm^o u \ ^is\a.xa 'cx30 5^'FBijSjf&^it/to Km^. 
^mumyk^mmmm.^ 200 u 1 /'•^a:;i/T'ip^4 350 xg x 1 ^^-rB^j^.^ 
6^mmjtm^w^^mm(D^w^n'Dr:Lo z.<D^wmY^^-^i^\z 2 ©tTo/c^. 

^fe/\'':/7T-T' 30 FITC ^^JrC'T'^X'l' A/ d?^P >m,i^$>^ 

50 M 1 ^JP;^T4 *CT30:5^raSf&^-a:fco ±bB 
<^:|eim(?>^^i^f-^S: 3 tnlff ofct^:7 D— th-i" h^-^- (:3-;W^-^±§a) :^ 

^Sm^^ 55 latC^T. ^yi^o-:^-;i/Ja^KM1257, KM1259 *5j;rjC km1486v 
?^^tJt{3fc: hft:irL#:KM1399, KM7399. KM8399 *5cfcZJfKM9399 <i: fclz CTLL-2 « 

{I ^^SJr^■l^■T CTLL-2 (h5R) mmizi^mm^zK^^vrz. ^c^i^m, ^y^n-± 

KM1257. KM1259 43cka^ KM1486, /j: ?>rXlZ t hfbtrL#: KM1399, KM7399. 
KM8399 *3ckrJ^'KM9399 tihIL-5R a ^^mmzm^-f^ Z. ttm^if)^ ttt-Dfzo 
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2. ta IL-5R ammz^^ IL-5 (D^mi^i'^CDmWi^m 
CTLL-2(h5R) ^flSlit h lL-5 iZik^LxmmfL^^^^Tliy^-^JV-:^^ • 
^>^)l ' ^^"4 iy>0. Exp. Med.), j77, 1523(1993) ] ZtH)-^ 
e>, f#e»n/!:trL IL-SR aJn:<*:(^CTLL-2(h5R) «IIflaiC*3ltS t h IL-5 ife#i4iHflfla 

CTLL-2(h5R)Mll& 1X10^MS:50 M 1 COiES^lftlce^UT 96 r>x;HS||ffly 
l^- h(::53't£ Ufco ;inHIEamili!Tf&5|;iLfc 40 u. g/ml ^atrt IL-5R aW^m 
?^25 Ai iZ-^xJU, $^13^M0»J 1 C0 3<D:^feT|liMLfc 0. 4ng/inl th IL-5 
Sr-^tfiESigife 25 m l/':7ai;i/^?g^U. CO^ >4^^^-^-tf', STrX' 44 

BtrB^Jg^bfc, -fe;i/;^'>>^^ >i^*^^'y hi§?^$ 10 At i/r>jiJi/TJp 

AT;f{i^^COj 5%^^T, 3 7t:T4B#PBl^«Lfc« ^11*171^. 450ini 

A — C 

ii^^$IJ^ (%) = 100 X 100 

B - C 

A: \}\.Wi^)m^(r)OD\^ 

C: l: h IL-5iJhr3SiJI|lliJ^(7)ODliy 

^:^&II5 eSd^-TT^f^. ^P-:^;i/tn:^*:KM1259 43cfctJ^KM1486, 75:^rjC 
tCt: h^btri^ KM1399. KM7399. KM8399 iScttX KM9399 ^S^.i•rnfe CTLL-2(h5R) 

iE^AlfllfgcfcO^J^^e«®^<£IIIML, 3 BFaltih IL-5 O^^ffiTT-l^H 
b$fi?^i£iftli3gb;^c^{r, y'n— th-r Hpi-^S'-SrfflliTtrihlL-SR a^y^D 
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ISml ^fi03^^U:/Dt^^'>Mi^.il^^^r7}t>J^;^7:7>>>y (poiymorphprep . 

mizmmL. mmmmmf^ y>'=2.4mz lomi -t-d^^v. mmm^^^ 2ng/mi 

T5 x\o^ m/ni izta^^^izmt^^mmv. 5 xio» m^i^m96^:L)i-:fu 
-hiz^&Lfcio 4*c, 350 Xg X'i^mm^b^mm±m^m^. <i>m<D:^m 

KM1259 $>^<^^mmtvT}i:t^>mmvrzm}^ hmm^nn--mmm^^ 

^XhU — (Agr. Biol. Chem.). 53, 1095 (1989) ] Sr 10 m g/ml COiftS^T 10% 
IE^Vj7Xjfiiti$^tJ^jS88|&5fefeffli^^K^50 w 1 ^&Ja^T4 t:-T?30^FflJ^ 
;^^$-&rco 200 w 1 X^3:.)V\zm7L^ 350 

\z 2 [pjff o fc?^. ^m.mmyk^mm.mm.'Z' lo mtc#3i^b;rc:7^ =ix g x u >^ 

AT 4 'CTr30:Ji'^^J^jct^^-e-/to ±S2i:|pI-^(Dgfe?tj#fp& 3 telff-^fc 

U ZL > h 7 JU N . ^ A1f ^fefe (^fe^icDT'^T : 1 988 ^) 

^5 7ia{It#e.nfctX h^-^A^^To JatiK IL-5R am=E/ ^n—rjl 

M^KMi259 itm<b^^t<iiK}t^it^^Lr:io mmLytmm<D n% j.t0mnx'$>^:i 

t^m-f)^ib'bnx\^^^Z.fA^i^.tfi}:ih IL-5R alM^ 7 ^ KM1259 lit 



104 



wo 97/10354 



PCT/JP96/02588 



4. in; IL-5R a*n;#:^fflli/!:t h^ff^S*<75^#»J 

lE'^Askm^D^m^mskmm^^mmv. t h il-s (d^^etto^^^^ 

mzMT^m IL-5R airii^(Di^m^^mvrzo 

1 Sml U T'P fcr 1/ >M3s'0^(C7}? U ^;W:77'l/ >;/ y (polymorphprep, 

AjfilSml SraSUfdo :in^ 500Xg, ^iat? 30 ^^-PB^jt'CN^^-SllLT^J^i^ejfiU^ 

9 ^S(D/i-zi— (percoiK :7 tjw v'v'T^tM) \zi^m<Dmm\^rz 

1.5M :ftm7K^J!jPA/^-=3-;i.x h«yi7j^^S^llga$!iL/io 8 ^Sco/i-=i-;i.x 

brco ?g«E-r'S>^i^3a?<£l^< SWT, 15ml ^g(D;i?U T'D fcf I/>Mi^v|>^2* 
{3 Sml O 60X/^— :i tC^{3#e,nfe RPMI1640 ^iifetCJK 

2 2^o ismi mm<D^'J-:fu\du>mM'L-mz^mv. :z:nz 

^izni^nrzR?mmommzmmLrz^mmBskm^mm\^. sooxg. ^ia-z? 
30 ^m^^L^^miyX/'^-n-)vmizi^mvx\^^^s^mmBstm^^m. miRb 

48 ^ :jL)i(Dmmmmmyu- h\z 2xio'mx^:c)u<Dmm^:»i^L. mmm 

mo. ing/ml (Dh: K IL-5 Sr^iOL, $ e>t::«r^aS I fi g/ml (7)=&iffitr[ IL-5R a 
m^iZ Iml <hfj:'5cte)l3illML'7^o CO 2^ >^3.^— ^5^ — cf, 37*0^3 BTbI^* 

mmmT'i^^'y:^)Vf)^^±m<Dmmmmm^muL. m'b'^m (3, ooorpm, 
1^) Lxmfi^^muiyrzo n(=>tirzmm^ m fj. \ <D?BSizmmv. ^co^-^ 

(^50/x 1 &fflliT«fflfla^2^f^MSS : it< hXfc:>3 [Cytospin3. i^^>\^> 
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l<Z}^h<tiR^mim. KM7399. KM8399 ;fDct IX KM9399 «li-rnt) IL-5 tCck -5$? 

z.(D^o fs^mmmib ^tiu-fy^-ot^io 

5. tithlL-SR atn:f*:SrfflV^fc shIL-5R aCD^^tii 
D-::^;^tr^^^KM1257 ^ 10 w g/ml PBS T^lRb. 50 l/'i^x;!.^::? 

:^ab, 4 t:-e-i)fe]jtfcsuT®«$-a-fc, iss^jflitf T;py^ xbsa) 
■^ipPBS <£r 100 Ml/ ':7x;ujnA, ^ia 1 nt^sj^^-frTjioTVi-sfgtts^ 

•:^Uv^Vt^o IXBSA-PBS SritT. 1000-0. Ing/ml CD^g^tZ 1!KBSA-PBS 

\^tz'^mmi<D i(9)-et#6n7"c*iM shiL-sR 4 t:T-Rfej^^c:;$ii:7to 

tween-PBS T'^^^, <Lk^(D:f5m mmifii^m : mm±mn 1985 ^) "IrH::^ 
5^>^^UrcJrifc h IL-5R Q!^/^D-:^Jl/JrL'f*:KM1259 ^ 1 m g/nl CDiR^tr 
1%BSA-PBS T-^filUTSOM l/'>x;i.-r-^3!]n^TM{3T 2 PtW^Jts^ii-fCo 
tween-PBS Ti5t?^m. 4000 fgt;: IXBSA-PBS Tl^fRLi^cT t: >7>^s^^;l'Pt-3^^'> 

(— 50 M l/'^x;i'^j!jn;^T^ia('T 1 B^rBl^^it^^-lir/io 
tween-PBS T?^^^ ABTS SK^S [2. 2-T>?yt'X (Z-:i.^}l^>V^7V-)V 
-6- x;i//i^>^) T>^r: »:7A] SrfflliT^fe^-ti- 0D415nin (Di^^^^m'^L 
fz (NJ2001: B*-r >^-^«;/ HaM) o 

^m^ms 9 EKC^To tfikh IL-5R a ^ / U-± )lin.^ 

mmi ^^n\i:t^>m^ifi}^h IL-5R y ^7p-^;i.tit^$: km1259 ^fflli 
-S^IttCcfcO shIL-5R a^m\^-r^Zt^t'X^^^Z^^m^i!}^ty3i'orzo 
6. •^xXi$^>yD«7'7"-f >^^^tC:J;SshIL-5RaCD<ttti 

^mmi(Dl (9) T3i!i^^shIL-5Ra=&2-^;i/:^yhX^y-;i.^^tj«SDS- 
PAGEffl-»t>y;W^^'y :7 T-$.Sl^«2-^;i^:^y hX^ y-Jl/$:^Sj^j:liSDS-PA 

GEffl-y- > :7°;i/;t :7 t -4' trx Jp^^^-tt^ -a-fc ^mm^f^m.<DSDS-?^GEm ^ 
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ufco ^PVDFi^Sr^M^j 1 (D 5 Tt# e>n:rcA'i- y u K-vcDi^ii±m{c^iaT 

2B#KSU, 0. 05Uween^'^t^PBS(3Tc):<^5fe^tbfeo $ ?>{C^;U:r^->i$^— tf 
^^tii-7'>7.^Ay^n>^U>in:^ (fO^tM^aM) ^liKBSA-PBSTlOOOfg^f^ 
Vtz^m\zm?y\i^m:^'^Wr: l BtPelgL, O. 05nween^^tj'PBS{CTJ;<^?^b 

rB^RJr^$-B:fco is*ja<z)^ii^&i^^:/^x5^-;/ :7>r ;^A{c^pvDFM<&^^t?x 

^rn^He OiaiC^-rc KM1257tiS^£;i4i&^U;fc75^\ KM1259, KM1486«SltN 
7. shlL-SRaO^feiSttl^ 

KO^fcM) ?£:PBS-e50{$#f?Ufc'b(Z)&200At l/'^:c;^-ro5^'aL^ 4r{'T-IJfe 
HgbTSi«$-a-fco PBSTiJfemt, imA^^ti'PBS^300Ml/'':7x;i.-r-35i"a 

etlfeJtt ML-5Ra^y :^;^ta^^?^;i>KM1257, KM1259^S(/ilSKM1486 

- HSr^m^. II»J 1 CD 1 Tt#e>nfcshIL-5Ra^lOAig/inlCOiga[{Cl!«BSAT 
?&fRLfcfcCD^50xil-r-:^5^?ib, 4'CT'— ife;S^t>$-a-^Co h <&0. 05XTwe 

en^^tfPBS{CT^#m, 5 f$aS(02-^;i':^y hX^$' y-jUSr-^* fjiViSDS-PA 
GEffl-t>->7';Wt>;/ v'T— [0. 31MNUX(pH6. 8), lOXSDS. 50!K^y U -fea-jU] 
^VitS2-;:<;i/:^f 7" hXi$' /-;U$:-^tfSDS-PAGEffl+)->y;Wtu/ 7 T- [0. 31M h 
UX(pH6. 8)> 10!KSDS> 50X^*'J -fe P— 25% 2-^;i-;^7 / ^50 
MlZ-^xjlz-r^^^aU, lB<i:5 L7S:75^'^^ia-e2HtPHmSb/io 200wlcOPBS 
\ZWiK)^>>^^1mX. }^—h':^UyC7\ZXlMW:Vtz.W.. rlTBS<7)SDS-PAGEffl^/^v 

x>hy;i. (Th-am) {cT25Mi<7)^^^=&^iiibfc<. mm^KiiTf^, PV 
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DFM (^UiJ^TttS) irfe^SrffofCo MPVDFMSr^SS^J 3 CD 6 (C^L^c^^ 
-t?KM1257Srffi(.iT'>xXi$'>ya>:/-=r^>y^fT(.\ shIL-5Ra ^;^aib/i. 
^m^^6 l|gIlC^-ro KM1257. KM1259, KM1486<h fctCshIL-5Ra ^^fe^jStl^ 

hhYt:trEf*:KM1399, KM8399, KM7399*5«i:tXKM939975tjf ^^tl-Sc *^H^Oia^$: 

«^^«fflfla$fefe{c43^t^ti H$f^j^<7)^fe5S^wMm. \i-^<D^mm^(Dm.'m\z 
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ga m m. 

BE^J#-^ : 1 
ae^JcoS^ : 32 

mmm mm 
m<D^ : 

Sim : 

CAAAGCTTAC CATGATCATC GTGGCGCATG TA 

mnmn 2 

gfi^Jc^S^ : 32 

mm(Dm : 
mm : 

CAGGATCCCT ACTTACCCAC ATAAATAGGT TG 

gew^ : 3 

S2^'J(D:^$ : 27 

mm<Dm : mm 

mmmm:^(Dmm -^^Icdna 

SB^iJ : 

CAGATATCTC ACTTCTCCCA CCTGTCA 
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: 4 

E^J<7)S$ : 88 
SB^iJtD^ : mm 

mmomm : m<Dmm. ^^dna 
ae^j : 

AGCTTCCACC ATGGAGTTTG GGCTCAGCTG GCTTTTTCTT GTCCTTGTTT TCAAAGGTGT 60 
TCAGTGTGAC TTACTTCCTG ATGAAAAG gg 

i3^J#-^ : 5 

S5^iJC0fi$ : 84 

M^KDM : mm 

mmoymm m(Dmm ^bIcdna 

CTTTTCATCA GGAAGTAAGT CACACTGAAC ACCTTTGAAA ACAAGGACAA GAAAAAGCCA 60 
GCTGAGCCCA AACTCCATGG TGGA g4 

Sa^J#^ : 6 

Se^tJ<7)S$ : 51 

^m(Dm : mm 

AGCTTCCACC ATGGCTACAG GCTCCCGGAC GTCCCTGCTC CTGGCTTTTG G 5i 
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se^j#^ : 7 

SB^JcDS^ : 58 

^m<Dm : mm 
m(D^ : -^m 

CCTGCTCTGC CTGCCCTGGC TTCAAGAGGG CAGTGCCGAC TTACTTCCTG ATGAAAAG 58 

SS^J#-^ : 8 
^m(Dm-^ : 64 

m^\<Dm : mm 

mwmm : m(Dmm -^^kdna 
mm: 

CTTTTCATCA GGAAGTAAGT CGGCACTGCC CTCTTGAAGC CAGGGCAGGC AGAGCAGGCC 60 
AAAA 64 

i2^J#^ : 9 
S5^J©S$ : 41 

mn<Dm : mm 

mwmm moymm -^^dna 

GCCAGGAGCA GGGACGTCCG GGAGCCTGTA GCCATGGTGG a 41 
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g3^J#^ : 10 

iS^JCOfi^ : 39 

^m(Dm : mm 

SB^J: 

GGCAGCGGCG GTTCCGGTGA GCCCAAATCT TGTGACAAA 
ga^J#^ : 1 1 

mmoom-^ : 34 
^m(Dm : mm. 

h^^ni^- : mm^ 
mm: 

CAGGATCCCC CGTCGCACTC ATTTACCCGG AGAC 

mnmn : 12 
ga^JCDS^ : 34 

sa^jcos : mm. 

mm<Dmm m<Dmm ^^am 

CAAAGCTTCC ACCATGGAGT TTGGGCTCAG CTGG 
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is&^mn : 13 

SB^JCOS^ : 39 

ge^ijcoM : mm 

ACCGGAACCG CCGCTGCCCT TACCCACATA AATAGGTTG 



B2^J#^ : 14 

SB^'JOfi^ : 34 

ae^jco^ : mm 

m^KDmm : m(Dmm ^mm 

mm: 

CAAAGCTTCC ACCATGGCTA CAGGCTCCCG GACG 



34 



BB^J#^ : 15 
S2^JCDfi$ : 76 

gfi^ijcDM : mm 

mm(Dmm : m(Dmm ^^Icdna 

CGATAAGCTA TGAAAACTAC AGCCTTGGAG GAAGCTTAAA TGAGCTCGAT ATCAAGGCCT 60 
ACCCGGGCGC CATGCA 7fi 
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a2^J#^ : 16 
Se^JOS^ : 32 

^m<Dm : mm 
mm: 

CACTCAGTGT TAACTGAGGA GCAGGTGAAT TC 

Ba^J#-^ : 17 
g2M<7)S$ : 40 

mm<Dm : mm 

mm(Dmm : m<Dmm ^mu 

AGCTGAATTC ACCTGCTCCT CAGTTAACAC TGAGTGGTAC 

fiB^J#^ : 18 
S2^J<DS$ : 21 

mm<Dm : mm 

AATTCGTACG GTGGCTGCAC C 
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m^mn 19 

n^m(Dm^ : 17 

mn(Dm : mm 

GGTGCAGCCA CCGTACG 



BB^J#^ : 20 

ge?iJ(Z)S$ : 26 

mmm : mm 

CTCGCGACTA GTGGGCCCGC GGCCGC 26 



21 

gB^J<?5S$ : 34 

^m<Dm : mm 

^m(Dmm m<Dmm -^b^dna 

SB^'J: 

AGCTGCGGCC GCGGGCCCAC TAGTCGCGAG GTAC 34 



115 



wo 97/10354 



PCT/JP96/02588 



ie^J#-^ : 22 
g3^J(7):^$ : 421 

^^mm : mm 

^^(Dmm : cDNA 

Wm^^-rt^n : sig peptide 
^mtm. : 1. . 57 

^m^^^i.rc:^m s 

^W[.^M'Tt^^ : domain 
W^i^LM : 148. . 162 

^m^^^i^rzyjm : s 

m(Dmn : CDRl 
^liiSr^TeB-^ : domain 
#lt{4ffi : 205. . 255 

<^m^^^Lrz:fjm : s 

^<Dmm : CDR2 
^WL^&'t$^^ : domain 
#«E{iS : 352. . 387 

^m^^^vrz:^m : s 

ft!l(Dlt# : CDR3 

ATG AAC TTC GGG CTC AGC TTG ATT TTC 
Met Asn Phe Gly Leu Ser Leu He Phe 
-15 



CTT GCC CTC ATT TTA AAA GGT 48 
Leu Ala Leu lie Leu Lys Gly 
-10 -5 
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GTC CAA TGT GAG GTG CAG TTG GTG GAG TCT GGG GGA GAC TTA GTG AAG 96 

Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Lys 

-11 5 10 

CCT GGA GGG TCC CTG AAA CTC TCC TGT GCA GCC TCT GGA TTC ACT TTC 144 

Pro Gly Gly Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

15 20 25 

AGT GAC TAT GGC ATG GCT TGG ATT CGC CAA ATT TCA GAC AAG AGG CCG 192 

Ser Asp Tyr Gly Met Ala Trp lie Arg Gin He Ser Asp Lys Arg Pro 

30 35 40 45 

GAG TGG GTC GCA GCC ATT AGC AGT GGT GGT AGT TAC ATC CAC TTT CCA 240 

Glu Trp Val Ala Ala lie Ser Ser Gly Gly Ser Tyr lie His Phe Pro 

50 55 60 

GAC AGT TTG AAG GGG CGA TTC ACC GTC TCC AGA GAC AAT GCC AAG AAC 288 

Asp Ser Leu Lys Gly Arg Phe Thr Val Ser Arg Asp Asn Ala Lys Asn 

65 70 75 

ACC CTG TAC CTG GAA ATG AGC GGT CTG AAG TCT GAG GAC ACA GCT ATG 336 

Thr Leu Tyr Leu Glu Met Ser Gly Leu Lys Ser Glu Asp Thr Ala Met 

80 85 90 

TAT TAC TGT GCA AGA CGG GGC TTC TAT GGT AAC TAC CGG GCT ATG GAC 384 

Tyr Tyr Cys Ala Arg Arg Gly Phe Tyr Gly Asn Tyr Arg Ala Met Asp 

95 100 105 

TAC TGG GGT CAA GGA ACC TCA GTC ACC GTC TCC TCA G 421 

Tyr Trp Gly Gin Gly Thr Ser Val Thr Val Ser Ser 

110 115 120 121 

aB^i#^ : 23 
aa^JOS^ : 394 

^^i<Dm : mm. 
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^^l<Dmm : cDNA 

WWL^^T^^^ : sig peptide 
: 1. . 60 

i^m^^^i.rc:^m s 

^W^^^-rtE^ : domain 
#^E{4S : 130. . 174 

nm^^^vrz:^m s 

fl&Olf ^ : CDRl 
WW^^^T^^ : domain 
#ffi{4S : 220. . 240 
#^$r^SL;t^& : S 
teOlf ^ : CDR2 
i^lg^Sr^-rse^ : domain 
^^i^Lm : 337. . 363 

^m^ik^vrc:^m : s 

teCOlt^ : CDR3 
S2^iJ: 

ATG GAG AAA GAC ACA CTC CTG CTA TGG GTC 
Met Glu Lys Asp Thr Leu Leu Leu Trp Val 
-20 -15 
GGT TCC AGA AGT GAC ATT GTG CTG ACC CAA 
Gly Ser Arg Ser Asp He Val Leu Thr Gin 
-1 1 5 



PCT/JP96/02588 



CTG CTT CTC TGG GTT CCA 48 
Leu Leu Leu Trp Val Pro 
-10 -5 
TCT CCA GCT TCT TTG GCT 96 
Ser Pro Ala Ser Leu Ala 
10 
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GTG TCT CTA GGG CAG AGG GCC ACC ATC TCC TGC AGA GCC AAC GAA AGT 144 

Val Ser Leu Gly Gin Arg Ala Thr lie Ser Cys Arg Ala Asn Glu Ser 

15 20 25 

GTT GAT CAT AAT GGC GTC AAT TIT ATG AAC TGG TTC CAA CAG AAA CCA 192 

Val Asp His Asn Gly Val Asn Phe Met Asn Trp Phe Gin Gin Lys Pro 

30 35 40 

GGA CAG TCA CCC AAG CTC CTC ATC TAT GCT GCA TCC AAC CAA GGA TCC 240 

Gly Gin Ser Pro Lys Leu Leu He Tyr Ala Ala Ser Asn Gin Gly Ser 

45 50 55 60 

GGC GTC CCT GCC AGG TTT AGT GGC AGT GGG TCT GGG ACA GAC TTC AGT 288 

Gly Val Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Ser 

65 70 75 

CTC AAC ATC CAT CCT ATG GAG GAG GAT GAT GCT GCA ATG TAT TTC TGT 336 

Leu Asn lie His Pro Met Glu Glu Asp Asp Ala Ala Met Tyr Phe Cys 

80 85 90 

CAG CAA AGT AAG GAT GTT CCG TGG ACG TTC GGT GGA GGC ACC AGG TTG 384 

Gin Gin Ser Lys Asp Val Pro Trp Thr Phe Gly Gly Gly Thr Arg Leu 

95 100 105 

GAA ATC AAA C 394 
Glu lie Lys 
110 111 



BS^J#^ : 24 
mmom-^ : 421 

mmm : mm. 
^ncDmm cdna 
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^W^'^^•rs^^ : sig peptide 
W^iium : 1. . 57 

^m^m-mn : donain 
#&^ie : 148. . 162 
^^S^j^^LfcT^fe : S 

m(7)mm cdri 

WWL^^'Ttm : domain 
^^am : 205. . 255 

^m^^^iyfcyjm : S 
fdlCOlf ^ : CDR2 
^m^m-rm^ domain 
#fiE{iM : 352. . 387 

Itm^^^bfe:^^ : S 

ft&<Dlf ^ : CDR3 

ATG GAA TGG AGT TGG ATA TTT CTC TTT CTC CTG TCA GGA ACT CCA GGT 48 
Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

-15 -10 -5 

GTC CAC TCT GAG GTC CAG CTG CAA CAG TCT GGA CCT GAG CTG GTA AAG 96 
Val His Ser Glu Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys 

-11 5 10 

CCT GGG GCT TCA GTG AAG ATG TCC TGC AAG GCT TCT GGA TAC ACA TTC 144 
Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe 
15 20 25 
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ACT AGT TAT GTT ATT CAC TGG GTG AAA CAG AGG CCT GGT GAG GGC CTT 192 
Thr Ser Tyr Val He His Trp Val Lys Gin Arg Pro Gly Gin Gly Leu 
30 35 40 45 

GCG TGG ATT GGA TAT ATT AAT CCT TAC AAT GAT GGG ACT AAG TAC AAT 240 
Ala Trp He Gly Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

GAG AGG TTC AAA GGC AAG GCC ACA CTG ACT TCA GAC AGA TCC TCC AGC 288 
Glu Arg Phe Lys Gly Lys Ala Thr Leu Thr Ser Asp Arg Ser Ser Ser 

65 70 75 

ACA GTC TAC ATG GAG CTC AGT AGC CTG ACC TCI GAG GAC TCT GCG GTC 336 
Thr Val Tyr Met Glu Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val 

80 85 90 

TAT CTC TGT GGG AGA GAA GGA ATT AGG TAC TAT GGT CTA CTG GGA GAC 384 
Tyr Leu Cys Gly Arg Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp 

95 100 105 

TAC TGG GGC CAA GGC ACC ACT CTC ACA GTC TCC TCA G 421 
Tyr Trp Gly Gin Gly Thr Thr Leu Thr Val Ser Ser 
110 115 120 121 



mnm^ 25 

SB^'JOS^ : 382 

mmm : mm. 
^n<Dmm cdna 

^m^mtmn slg peptide 
^tE^m : 1. . 60 
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^m^m•rm^ domain 
: 130. . 162 

wm^^^{.rc:^m s 

HiKDmm : CDRl 
^WL^^'tt^^ : domain 
#^E{4B : 208. . 228 

^m^^&i.r^:^m : s 

M<Dm^ : CDR2 
WWi^m-rmn domain 
: 325. . 351 

^m^m^Lfzy^^ : S 

: CDR3 

mm: 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

GAT ATC AG A TGT GAT ATC CAG ATG ACA CAG GCT ACA TCC TCC CTG TCT 96 

Asp lie Arg Cys Asp lie Gin Met Thr Gin Ala Thr Ser Ser Leu Ser 

-11 5 10 

GCC TCT CTG GGA GAC AGA GTC ACC ATC GGT TGC GGG ACA AGT GAG GAC 144 
Ala Ser Leu Gly Asp Arg Val Thr He Gly Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT GGG AAG AAA CCA GAT GGA ACT GTT 192 
lie lie Asn Tyr Leu Asn Trp Tyr Arg Lys Lys Pro Asp Gly Thr Val 
30 35 40 
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GAA CTC CTG ATC TAG GAG AGA TCA AGA TTA 
Glu Leu Leu lie Tyr His Thr Ser Arg Leu 
45 50 
AGG TTG AGT GGC AGG GGG TGT GGA AGA GAT 
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 
65 70 
GAG CTG GAG GAA GAA GAT ATT GGC ACT TAG 
Asp Leu Glu Gin Glu Asp lie Ala Thr Tyr 

80 85 
AGG GTT GGG TAG AGG GTC GGA GGG GGG AGG 
Thr Leu Pro Tyr Thr Val Gly Gly Gly Thr 
95 100 



CAG TCA GGA GTC 
Gin Ser Gly Val 
55 

TAT TGT CTG AGC 
Tyr Ser Leu Thr 

TTT TGC GAA CAG 
Phe Cys Gin Gin 
90 

AAG TTG GAA ATA 
Lys Leu Glu lie 
105 



CCA TCA 
Pro Ser 
60 

ATT AGT 
He Ser 

75 

GGT TAT 
Gly Tyr 

AAA C 

Lys 

107 



240 



288 



336 



382 



iS^J#-^ : 26 

: 412 

mncDm : mm 

^^KDrnm : cDNA 

!^MS:«-riH^ : sig peptide 
#ffi&S : 1. . 57 

WWL^m•rm^ domain 

^^ffi^ifi : 148. . 162 

mcDmm cdri 

^W^m-tt^^ : domain 
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#SE{iffi : 205. . 255 

^m^m^vrz:^m : s 

ffiOlf ^ : CDR2 

^WL^^'^$^^ : domain 
WtEitm : 352. . 378 

^m^^^Lr:i:^i^ : S 

m<Dmm. : CDR3 
B2M: 

ATG AAA TGC AGC TOG GTT ATC TTC TTC CTG ATG GCA GTG GTT ACA GGG 48 

Met Lys Cys Ser Trp Val He Phe Phe Leu Met Ala Val Val Thr Gly 

-15 -10 -5 

GTC AAT TCA GAG GTT CAG CTG CAG CAG TCT GGG GCA GAG CTT GTG AAG 96 

Val Asn Ser Glu Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys 

-11 5 10 

CCA GGG GCC TCA GTC AAC TTG TCC TGC ACA GCT TCT GGC TTC AAC ATT 144 

Pro Gly Ala Ser Val Asn Leu Ser Cys Thr Ala Ser Gly Phe Asn He 

15 20 25 

AAA GAC ACC TAT ATG CAC TGG GTG AAG CAG AGG CCT GAA CAG GGC CTG 192 

Lys Asp Thr Tyr Met His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu 

30 35 40 45 

GAG TGG ATT GGA AGG ATT GAT CCT GCG AAT GGT AAT ACT AAA TCT GAC 240 

Glu Trp He Gly Arg lie Asp Pro Ala Asn Gly Asn Thr Lys Ser Asp 

50 55 60 

CCG AAG TTC CAG GCC AAG GCC ACT ATA GCA GCA GAC ACA TCC TCC AAC 288 

Pro Lys Phe Gin Ala Lys Ala Thr He Ala Ala Asp Thr Ser Ser Asn 

65 70 75 
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ACA GCC TAC CTG CAG CTC AGC AGC CTG ACA TCT GAG GAC ACT GCC GTC 336 
Thr Ala Tyr Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val 

80 85 90 

TAT TAC TGT ACT GGT GGA CTA CGG CTA CGG TTC TTT GAC TAT TGG GGC 384 
Tyr Tyr Cys Thr Gly Gly Leu Arg Leu Arg Phe Phe Asp Tyr Trp Gly 

95 100 105 

CAA GGC ACC ACT CTC ACA GTC TCC TCA G 412 
Gin Gly Thr Thr Leu Thr Val Ser Ser 
110 115 118 

Bfi^J#^ : 27 
iE^JcD:g:$ : 331 

ee^'jco^ : mm 
Mmo^mm cdna 

: domain 
: 79.. 108 
^WL^^^i^fz^jm : S 
i^<Dmm : CDRl 
4^tl^^^'^s3^ : domain 
?^lS{ifi : 154. . 174 

^m^^^vrz:^m : s 

^(Dmm : CDR2 
^m^m-rnm domain 
^tEUm : 271. . 300 

^m^^^i.rz:f3m : s 

Molt ^ : CDR3 
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TCC AGA GGA CAA ATT GTT CTC ACC CAG TCT CCA GCA ATC ATG TCT GCA 48 
Ser Arg Gly Gin He Val Leu Thr Gin Ser Pro Ala lie Met Ser Ala 

-11 5 10 

TCT CCA GGG GAG AAG GTC ACC ATG ACC TGC AGT GCC AGT TCA AGT GTA 96 
Ser Pro Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser Ser Ser Val 

15 20 25 

AGT TAG ATG CAC TGG TAG CAG CAG AAG TCA GGC ACC TCC CCC AAA AGA 144 
Ser Tyr Met His Trp Tyr Gin Gin Lys Ser Gly Thr Ser Pro Lys Arg 
30 35 40 45 

TGG ATT TAT GAC ACA TCC AAA CTG GCT TCT GGA GTC CCT GCT CGC TTC 192 
Trp He Tyr Asp Thr Ser Lys Leu Ala Ser Gly Val Pro Ala Arg Phe 

50 55 60 

AGT GGC AGT GGG TCT GGG ACC TCT TAC TCT CTC ACA ATC AGC AGC ATG 240 
Ser Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr lie Ser Ser Met 

65 70 75 

GAG GCT GAA GAT GCT GCC ACT TAT TAC TGC CAG CAG TGG AGT AGT AAC 288 
Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys Gin Gin Trp Ser Ser Asn 

80 85 90 

CCA CCC ATC ACG TTC GGA GGG GGG ACC AAG CTG GAA ATA AAA C 331 
Pro Pro He Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
95 100 105 107 

B2^J#^ : 28 
BB^JOS^ : 5 



126 



wo 97/10354 



PCT/JP96/02588 



Asp Tyr Gly Met Ala 

gB^J#^ : 29 
mm(D&^ : 17 

m^KDM : 7^ym 
m(Dm. : -^m 

Ala lie Ser Ser Gly Gly Ser Tyr lie His Phe Pro Asp Ser Leu Lys Gly 

mmmn : 3o 

iB^Jc^:^^ : 12 

Arg Gly Phe Tyr Gly Asn Tyr Arg Ala Met Asp Tyr 

gB^J#^ : 31 
BB^JOfi^ : 15 
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B2^J: 

Arg Ala Asn Glu Ser Val Asp His Asn Gly Val Asn Phe Met Asn 

Se^J#^ : 32 
gfi^J(7)S$ : 7 

Ala Ala Ser Asn Gin Gly Ser 

iB^iJ#-^ : 33 
aa^JCD:^^ : 9 

Gin Gin Ser Lys Asp Val Pro Trp Thr 

aB^iJ#^ : 34 
BB^iJOS^ : 5 
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S2^J: 

Ser Tyr Val He His 

mmmn 35 

gB^J<^S$ : 17 

Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Arg Phe Lys Gly 

BB^JS^ : 36 
iB^J©:^^ : 12 

Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp Tyr 

SB^J#^ : 37 
gB^J(DS$ : 11 
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Gly Thr Ser Glu Asp He He Asn Tyr Leu Asn 

Se^J#-^ : 38 
B2^J(7)S$ : 7 

His Thr Ser Arg Leu Gin Ser 

SB^J#-^ : 39 
mn(D^^ : 9 

Gin Gin Gly Tyr Thr Leu Pro Tyr Thr 

SB^J<7)i$ : 5 
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SB^J: 

Asp Thr Tyr Met His 

mm^n : 41 

K^JOft^ : 17 

Arg He Asp Pro Ala Asn Gly Asn Thr Lys Ser Asp Pro Lys Phe Gin Ala 

g23^J#^ : 42 
^m(D^-^ : 9 

Gly Leu Arg Leu Arg Phe Phe Asp Tyr 

B2^J#^ : 43 
B2^JOS$ : 10 

^m<Dmm : h 
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mm: 

Ser Ala Ser Ser Ser Val Ser Tyr Met His 

Sa^J#^ : 44 
ae^JCDS^ : 7 

mm<Dmm : ^-/^v^ 

Asp Thr Ser Lys Leu Ala Ser 

fi2^iJ#^ : 45 
mm<Dm^ : 10 

mm<Dm : jm 
mm-. 

Gin Gin Trp Ser Ser Asn Pro Pro He Thr 

mmmn : 46 

Sa^iJOft^ : 39 

mm<Dm : mm 
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EM: 

GCACCACTCT CACAGTCTCC TCAGCCAGTA CTAAGGGCC 

mmmn 47 

: 31 

ss^jo^ : mm 

CTTAGTACTG GCTGAGGAGA CTGTGAGAGT G 

BB^JS^ : 48 
mn(D^-^ : 20 

mm<Dm mm 

GACCAAGTTG QkkKlkkkkZ 

ge^U#-^ : 49 
aa^iJcoS^ : 21 

m^mm mm 

m(D^ : -:^m 
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mm: 

GTACGTTTTA TTTCCAACTT G 21 

mnm^ : 50 
gfi^J<Z)S$ : 97 

mm<Dm : mm. 
m<D^ : 

mm: 

CAGGAAACAG CTATGACGCG GCCGCCACCA TGGAATGGAG TTGGATATTT CTCTTTCTCC 60 
TGTCAGGAAC TGCAGGTGTC CACTCTGAGG TCCAGCT 97 

mmmn : 51 
mm<Dm-^ 96 
mmcDm : mm 
m<Dm : -2^11 

mm<Dmm : m(Dmm -^mk 
mm: 

GAATGTGTAT CCAGAAGCCT TGCAGGAAAC CTTCACTGAA GCCCCAGGCT TCTTCACCTC 60 
AGCTCCAGAC TGCACCAGCT GGACCTCAGA GTGGAC 96 

ae^J#^ : 52 
mm(Dm^ : 96 

mm(Dm : mm 
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AGGCTTCTGG ATACACATTC ACTAGTTATG TTATTCACTG GGTGCGACAG GCCCCTGGTC 60 
AGGGCCTTGA GTGGATGGGA TATATTAATC CTTACA 96 

gB^j#^ : 53 
ia^ijcofi^ : 98 

mmcDm : mm 

TGTAGGCTGT GCTCGTGGAC GTGTCTGCAG TGATTGTGAC TCTGCCTTTG AACCTCTCAT 60 
TGTACTTAGT CCCATCATTG TAAGGATTAA TATATCCC 96 

SE^J#^ : 54 
aaa^lJcOS^ : 96 

mm<Dm mm 

GTCCACGAGC ACAGCCTACA TGGAGCTCAG TTCGCTGAGA TCTGAGGACA CGGCGGTGTA 60 
TTACTGTGCG AGAGAAGGAA TTAGGTACTA TGGTCT 96 

SB^J#^ : 55 
le^ijOS^ : 100 

mm(Dm : mm 
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SB^J: 

GTTTTCCCAG TCACGACGGG CCCTTGGTGG AGGCTGAGGA GACTGTGACC AGGGTGCCTT 60 
GGCCCCAGTA GTCTCCCAGT AGACCATAGT ACCTAATTCC lOO 

SS^J#^ : 56 
Se^JcDS^ : 421 

mm<Dm : mm 

SB^JCOa^ : ^(Dmk ^filcDNA 

^WL^^-t%^^ : sig peptide 
^^{iS : 1. . 57 

^m.^m.^\.rz-^m s 

^WL^^'Ttm : domain 
#^E{ig : 148.. 162 

^m^^Mi.rz:^m s 

fa<^1f ^ : CDRl 
l^m^mtmn : dona in 

#ft{5B : 205. . 255 

: S 

fl&CDif ^ : CDR2 
^MSr^-riE^ : domain 
: 352. . 378 

^m^^^vrz:^t^ : S 
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momm : cdrs 

ATG GAA TGG AGT TGG ATA TTT CTC TTT CTC CTG TCA GGA ACT GCA GGT 48 

Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

-15 -10 -5 

GTC CAC TCT GAG GTC CAG CTG GTG CAG TCT GGA GCT GAG GTG AAG AAG 96 

Val His Ser Glu Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

OCT GGG GCT TCA GTG AAG GTT TCC TGC AAG GCT TCT GGA TAC ACA TTC 144 

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT AGT TAT GTT ATT CAC TGG GTG CGA CAG GCC CCT GGT CAG GGC CTT 192 

Thr Ser Tyr Val lie His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 

30 35 40 45 

GAG TGG ATG GGA TAT ATT AAT CCT TAC AAT GAT GGG ACT AAG TAC AAT 240 

Glu Trp Met Gly Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

GAG AGG TTC AAA GGC AGA GTC ACA ATC ACT GCA GAC ACG TCC ACG AGC 288 

Glu Arg Phe Lys Gly Arg Val Thr lie Thr Ala Asp Thr Ser Thr Ser 

65 70 75 

ACA GCC TAC ATG GAG CTC AGT TCG CTG AGA TCT GAG GAC ACG GCG GTG 336 

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

TAT TAC TGT GCG AGA GAA GGA ATT AGG TAC TAT GGT CTA CTG GGA GAC 384 

Tyr Tyr Cys Ala Arg Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp 
95 100 105 
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TAC TGG GGC CAA GGC ACC CTG GTC ACA GTC TCC TCA G 421 
Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 
110 115 120 121 

gB^J#^ : 57 
S2^J<Z):^$ : 87 

m^\(Dm : mm 
mm: 

CAGGAAACAG CTATGACGAA TTCCACCATG ATGTCCTCTG CTCAGTTCCT TGGTCTCCTG 60 
TTGCTCTGTT TTCAAGACAT CAGATGT 87 

ge^J#^ : 58 
g2^J<7)g$ : 83 

mm(Dm : mm 

mm(Dmm : i\ii<Dmm 
mm: 

GATGGTGACT CTGTCTCCTA CAGAGGCAGA CAGGGAGGAT GGAGACTGTG TCATCTGGAT 60 
ATCACATCTG ATGTCTTGAA AAC g3 

mmm^ : 59 

mm(Dm-^ : 92 
mm(Dm : mm 
m<D^ : 
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TAGGAGACAG AGTCACCATC ACTTGCGGGA CAAGTGAGGA CATTATCAAT TATTTAAACT 60 
GGTATCAACA GAAACCAGGG AAAGCCCCTA AG 92 

mmn : eo 

Sa^iJOS^ : 90 

m^\(Dm : mm 
m(Dm. : 

TTCCAGACCC GCTGCCACTG AACCTTGATG GGACTCCTGA CTGTAATCTT GATGTGTGGT 60 
AGATCAGGAG CTTAGGGGCT TTCCCTGGTT 90 

B2^J#-^ : 61 
Sa^JcOS^ : 88 

mwm : i^m 
m<D^ : -:^m 
h-^su-y- : mm 

HB^J: 

CAGTGGCAGC GGGTCTGGAA CAGATTTCAC TCTCACCATT AGTAGTCTGC AACCTGAAGA 60 
TTTTGCCACT TACTACTGCC AACAGGGT 88 

ga^'JS^ : 62 
Se^UcD:^^ : 91 

m^\(Dm : mm 
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mm: 

GTTTTCCCAG TCACGACCGT ACGTTTTATT TCCACCTTGG TCCCTTGGCC GAACGTGTAC 60 
GGAAGCGTAT AACCCTGTTG GCAGTAGTAA G 91 

Sa^J#-^ : 63 
S2^iJ(DS$ : 382 

ge^j(^M : mm 

Se^JcO!f#m : 

Wm.^m-r$^m : slg peptide 
W^itLW : 1. . 60 

wm^^^Lrc:^m s 

WWL^B.'tt^^ : domain 
#^Efe« : 130. . 162 
^^^^^Lfz^jm : S 
fitiOlf ^ : CDRl 
^WLtt^-ttE-^ : domain 
#SE{5fi : 208. . 228 
WWL^mMVrz:^m : S 
ffe(^1f ^ : CDR2 
^W^^m-rtE^ : domain 

: 325. . 351 
^m^^^Lfz:^^ : S 
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m<Dmm : CDR3 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

GAT ATC AGA TGT GAT ATC CAG ATG ACA CAG TCT CCA TCC TCC CTG TCT 96 

Asp lie Arg Cys Asp lie Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 

-11 5 10 

GCC TCT GTA GGA GAC AGA GTC ACC ATC ACT TGC GGG ACA AGT GAG GAC 144 

Ala Ser Val Gly Asp Arg Val Thr lie Thr Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CAA CAG AAA CCA GGG AAA GCC CCT 192 

He He Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro 

30 35 40 

AAG CTC CTG ATC TAC CAC ACA TCA AGA TTA CAG TCA GGA GTC CCA TCA 240 

Lys Leu Leu He Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 

45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TTC ACT CTC ACC ATT AGT 288 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser 

65 70 75 

AGT CTG CAA CCT GAA GAT TTT GCC ACT TAC TAC TGC CAA CAG GGT TAT 336 

Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Gly Tyr 

80 85 90 

ACG CTT CCG TAC ACG TTC GGC CAA GGG ACC AAG GTG GAA ATA AAA C 382 

Thr Leu Pro Tyr Thr Phe Gly Gin Giy Thr Lys Val Giu He Lys 

95 100 105 107 
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S5^J#^ : 64 
ae^JCDS^ : 96 

sim<Dm : mm. 

GTCCACGAGC ACAGCCTACA TGGAGCTCAG TTCGCTGAGA TCTGAGGACA CGGCGGTGTA 60 
TCTCTGTGGG AGAGAAGGAA TTAGGTACTA TGGTCT 96 

aa^J#^ : 65 
ga^ijCDS^ : 421 
BB^IJCO^ : mm 

^m<Dmm : m<Dmm ^^kdna 

^m^m-rt^^ : sig peptide 

: 1. . 57 
l^mSr^^bfc:*^^: S 
i^Mi^^-riS-^ : domain 

: 148. . 162 
'^m^^^L/i;^^ : S 
ffi<7)1f ^ : CDRl 
^m^^-rmn domain 

: 205. . 255 

^m^^^LTzy^m : s 

ftM(Z)1f # : CDR2 
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^ISSr^TfE^ : domain 
#ffi{£B : 352. . 378 
^WL^^^i.rz.y5m : S 
ft&CDif ^ : CDR3 

ATG GAA TGG AGT TGG ATA TTT CTC TTT CTC CTG TCA GGA ACT GCA GGT 48 
Met GlQ Trp Ser Trp lie Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

-15 -10 -5 

CTC CAC TCT GAG GTC CAG CTG GTG CAG TCT GGA GCT GAG GTG AAG AAG 96 
Val His Ser Glu Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

CCT GGG GCT TCA GTG AAG GTT TCC TGC AAG GCT TCT GGA TAC ACA TTC 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT AGT TAT GTT ATT CAC TGG GTG CGA CAG GCC CCT GGT CAG GGC CTT 192 
Thr Ser Tyr Vai lie His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

GAG TGG ATG GGA TAT ATT AAT CCT TAC AAT GAT GGG ACT AAG TAC AAT 240 
Glu Trp Met Gly Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

GAG AGG TTC AAA GGC AGA GTC ACA ATC ACT GCA GAC ACG TCC ACG AGC 288 
Glu Arg Phe Lys Gly Arg Val Thr He Thr Ala Asp Thr Ser Thr Ser 

65 70 75 

ACA GCC TAC ATG GAG CTC AGT TCG CTG AGA TCT GAG GAC ACG GCG GTG 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 
80 85 90 
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TAT CTC TGT GGG AGA GAA GGA ATT AGG TAG TAT GGT CTA CTG GGA GAG 384 

Tyr Leu Cys Gly Arg Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp 

95 100 105 

TAG TGG GGC CAA GGG ACC CTG GTC ACA GTC TCC TCA G 421 

Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 
110 115 120 121 

^^m^ : 66 
BB^J(7)S$ : 96 

M&m<Dm : mm 

mwmm m(Dmm. ^sJcdna 

AGGCTTCTGG ATACACATTC ACTAGTTATG TTATTCACTG GGTGCGACAG GCCCCTGGTC 60 
AGGGCCTTGC GTGGATGGGA TATATTAATC CTTACA 96 

SB^iJ#^ : 67 
aa^iJCOS^ : 98 

^^\<Dm : mm 

mwmm : m(Dmm ^bsdna 

TGTAGGCTGT GCTCGTGGAC CTGTCTGCAG TGATTGTGAC TCTGCCTTTG AACCTCTCAT 60 
TGTACTTAGT CCCATCATTG TAAGGATTAA TATATCCC 96 
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mm^^ : 68 

^m(Dm-^ : 421 

m^KDM : mm 

WWi^^'ttm : sig peptide 
: 1. . 57 

i^m^^-riE^ : domain 
W^i±m : 148. . 162 

^m^^^vrz:^m : s 
m<Dmm cdri 

Wm^m-rtEn domain 

: 205. . 255 

wm^^^vrz:fj^ : s 

ii^KDmm : CDR2 
^M^^TbB-^ : domain 
#fi{iS : 352. . 378 

^m.^^^vr^yjm s 

i&(Dmm : CDR3 

ATG GAA TGG AGT TGG ATA TTT CTC TTT CTC CTG TCA GGA ACT GCA GGT 48 

Met Glu Trp Ser Trp lie Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 
-15 -10 -5 
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GTC CAC TCT GAG GTC CAG CTG GTG CAG TCT GGA GCT GAG GTG AAG AAG 96 
Val His Ser Glu Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 
CCT GGG GCT TCA GTG AAG GTT TCC TGC AAG GCT TCT GGA TAC ACA TTC 144 

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT AGT TAT GTT ATT CAC TGG GTG CGA CAG GCC CCT GGT CAG GGC CTT 192 

Thr Ser Tyr Val He His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 

30 35 40 45 

GCG TGG ATG GGA TAT ATT AAT CCT TAC AAT GAT GGG ACT AAG TAC AAT 240 

Ala Trp Met Gly Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

GAG AGG TTC AAA GGC AGA GTC ACA ATC ACT GCA GAC AGG TCC ACG AGC 288 

Glu Arg Phe Lys Gly Arg Vai Thr He Thr Ala Asp Arg Ser Thr Ser 

65 70 75 

ACA GCC TAC ATG GAG CTC AGT TCG CTG AGA TCT GAG GAC ACG GCG GTG 336 

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

TAT CTC TGT GGG AGA GAA GGA ATT AGG TAC TAT GGT CTA CTG GGA GAC 384 

Tyr Leu Cys Gly Arg Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp 

95 100 105 

TAC TGG GGC CAA GGC ACC CTG GTC ACA GTC TCC TCA G 421 

Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 

110 115 120 121 

ae^JS^ : 69 

Se^iJcoS^ : 96 
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AGGCTTCTGG ATACACATTC ACTAGTTATG TTATTCACTG GGTGCGACAG AGGCCTGGTC 60 
AGGGCCTTGC GTGGATGGGA TATATTAATC CTTACA 96 

E^J#-^ : 70 
ge^J(Dfi$ : 98 

m^KDm : mm 

TGTAGACTGT GCTCGTGGAC CTGTCTGAAG TGATTGTGAC TTTGCCTTTG AACCTCTCAT 60 
TGTACTTAGT CCCATCATTG TAAGGATTAA TATATCCC 98 

ge^J#^ : 71 
iaa?iJ(Dft$ : 96 

^mcDm : mm 
mm-. 

gtccacgagc acagtctaca TGGAGCTCAG TTCGCTGAGA TCTGAGGACA CGGCGGTGTA 60 
TCTCTGTGGG kQkQkkQQkk TTAGGTACTA TGGTCT 96 
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^mm^ : 72 
ae^JOS$ : 421 

Simoom : mm 

^WL^^'tW.^ : sig peptide 
#^£{48 : 1. . 57 
^m^^'^X.tz.ljm : S 
I^^SSr^Tta^ : domain 
^^^m. : 148. . 162 

: S 

fdlCOlt^ : CDRl 
^ISStSr^TE^ : domain 
n^^m. : 205. . 255 
'^m^Vk'^Vfz.Zfj^ : S 
ftHcOlf ^ : CDR2 
^WL^^'t^^ : domain 
#^E&S : 352. . 378 
i^W^^^Vtz.:f5^ : S 
ft!l(Dlt$g : CDR3 

ATG GAA TGG AGT TGG ATA TTT CTC TTT 
Met Glu Trp Ser Trp He Phe Leu Phe 
-15 



CTC CTG TCA GGA ACT GCA GGT 48 
Leu Leu Ser Gly Thr Ala Gly 

-10 -5 
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GTC CAC TCT GAG GTC CAG CTG GTG CAG TCT GGA GCT GAG GTG AAG AAG 96 
Val His Ser Glu Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

COT GGG GCT TCA GTG AAG GTT TCC TGC AAG GCT TCT GGA TAC ACA TTC 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT AGT TAT GTT ATT CAC TGG GTG CGA CAG AGG CCT GGT CAG GGC CTT 192 
Thr Ser Tyr Val He His Trp Val Arg Gin Arg Pro Gly Gin Gly Leu 
30 35 40 45 

GCG TGG ATG GGA TAT ATT AAT CCT TAC AAT GAT GGG ACT AAG TAC AAT 240 
Ala Trp Met Gly Tyr lie Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn 

50 55 60 

GAG AGG TTC AAA GGC AAA GTC ACA ATC ACT TCA GAC AGG TCC ACG AGC 288 
Glu Arg Phe Lys Gly Lys Val Thr lie Thr Ser Asp Arg Ser Thr Ser 

65 70 75 

ACA GTC TAC ATG GAG CTC AGT TCG CTG AGA TCT GAG GAC ACG GCG GTG 336 
Thr Val Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

TAT CTC TGT GGG AGA GAA GGA ATT AGG TAC TAT GGT CTA CTG GGA GAC 384 
Tyr Leu Cys Gly Arg Glu Gly He Arg Tyr Tyr Gly Leu Leu Gly Asp 

95 100 105 

TAC TGG GGC CAA GGC ACC CTG GTC ACA GTC TCC TCA G 421 
Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 
110 115 120 121 

ffi^J#-^ : 73 
^m<D-m-^ : 92 
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m^i<Dmm m(Dmm 

TAGGAGACAG AGTCACCATC ACTTGCGGGA CAAGTGAGGA CATTATCAAT TATTTAAACT 60 
GGTATCGGCA GAAACCAGGG AAAGCCCCTG AA 92 

gS^J#^ : 74 
ae^JOS^ : 90 

^m<Dm : mm 

TTCCAGACCC GCTGCCACTG AACCTTGATG GGACTCCTGA CTGTAATCTT GATGTGTGGT 60 
AGATCAGGAG TTCAGGGGCT TTCCCTGGTT 90 

K^J#-^ : 75 
Se^JCDS^ : 91 

^mcDm : mm 

GTTTTCCCAG TCACGACCGT ACGTTTTATT TCCACCTTGG TCCCTTGGCC GACCGTGTAC 60 
GGAAGCGTAT AACCCTGTTG GCAGTAGTAA G qi 
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BB^J#-^ : 76 
SB^JcOft^ : 382 

m^KDrn : mm 
h^uz^- : mm 

^WL^^'T^^ : sig peptide 
^tE^m : 1. . 60 
^m^^^VTz^jm : s 
^Wi^^'Ttm : domain 
WtEUm : 130. . 162 

m(Dmm : cdri 

^Wi^^'Ttm : domain 
^tEUm : 208. . 228 
^m^^^i^TzZ^m : S 
m<Dmn : CDR2 
^^^^'^'tE^ : domain 
W^iiLM : 325. . 351 

^m^^^vrzysm s 

teOif ^ : CDR3 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Piie Leu Gly Leu Leu Leu Leu Cys Piie Gin 

-20 -15 -10 -5 



151 



wo 97/10354 



PCT/JP96/02588 



GAT ATC AGA TGT GAT ATC CAG ATG ACA CAG TCT CCA TCC TCC CtG TCT 96 

Asp He Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 

-11 5 10 

GCC TCT GTA GGA GAG AGA GTC ACC ATC ACT TGC GGG ACA AGT GAG GAC 144 

Ala Ser Vai Gly Asp Arg Val Thr He Thr Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CGG CAG AAA CCA GGG AAA GCC CCT 192 

He He Asn Tyr Leu Asn Trp Tyr Arg Gin Lys Pro Gly Lys Ala Pro 

30 35 40 

GAA CTC CTG ATC TAG CAC ACA TCA AGA TTA CAG TCA GGA GTC CCA TCA 240 

Glu Leu Leu He Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 

45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TTC ACT CTC ACC ATT AGT 288 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser 

65 70 75 

AGT CTG CAA CCT GAA GAT TTT GCC ACT TAG TAG TGC CAA CAG GGT TAT 336 

Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Gly Tyr 

80 85 90 

ACG CTT CCG TAG ACG GTC GGC CAA GGG ACC AAG GTG GAA ATA AAA C 382 

Thr Leu Pro Tyr Thr Val Gly Gin Gly Thr Lys Val Glu He Lys 

95 100 105 107 

Se?ii#-^ : 77 
Sa^iJOS;^ : 92 

sa^jo^ : mm 

h7i^p>7- : mm 
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TAGGAGACAG AGTCACCATC GGTTGCGGGA CAAGTGAGGA CATTATCAAT TATTTAAACT 60 
GGTATCGGCA GAAACCAGGG AAAGCCCCTG AA 92 

^^m^ : 78 
S3^JCDS$ : 88 

mwm : mm 

Sfi^'J: 

CAGTGGCAGC GGGTCTGGAA CAGATTTCAC TCTCACCATT AGTGACCTGC AACCTGAAGA 60 
TTTTGCCACT TACTACTGCC AACAGGGT 88 

gfi^JS^ : 79 
^m(Dm-^ : 382 
m^KDM : mm 
m(Dm : — 

mmcDmm m<Dmm -^j^Jcdna 

1#ISS:S"t"SH^ : sig peptide 
: 1. . 60 

wm^m^vrz:f7m s 

J^^s^^^TsB-^ : domain 
#fi^4S : 130. . 162 

^m^m^Lrz:^m s 

m(Dmm : CDRl 
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^WLt:m^ttE^ : domain 
: 208. . 228 

^m^^^\.rz:fjm : s 

fdlCDlf ^ : CDR2 
^mSr^TIB^ : domain 
#«Efirtt : 325. . 351 

^m.^^^i^rzyjm s 

m<Dmm : CDR3 
BB^J: 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

GAT ATC AGA TGT GAT ATC CAG ATG ACA CAG TCT CCA TCC TCC CTG TCT 96 

Asp lie Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 

-11 5 10 

GCC TCT GTA GGA GAC AGA GTC ACC ATC GGT TGC GGG ACA AGT GAG GAC 144 

Ala Ser Val Gly Asp Arg Val Thr He Gly Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CGG CAG AAA CCA GGG AAA GCC CCT 192 

He He Asn Tyr Leu Asn Trp Tyr Arg Gin Lys Pro Gly Lys Ala Pro 

30 35 40 

GAA CTC CTG ATC TAC CAC ACA TCA AGA TTA CAG TCA GGA GTC CCA TCA 240 

Glu Leu Leu lie Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 

45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TTC ACT CTC ACC ATT AGT 288 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser 

65 70 75 
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GAC CTG CAA CCT GAA 
Asp Leu Gin Pro Glu 
80 

ACG CTT CCG TAG ACG 
Thr Leu Pro Tyr Thr 
95 

m^m^ so 

SB^JCOS^ : 83 

m^mm : mm 

GATGGTGACT CTGTCTCCTA CAGAGGCAGA CAGGGAGGAT GTAGCCTGTG TCATCTGGAT 60 
ATCACATCTG ATGTCTTGAA AAC 23 

m^mn si 

ie^J<7)S^ : 92 

mmm : mm 

mm(Dmm : m<Dmm ^^kdna 

TAGGAGACAG AGTCACCATC GGTTGCGGGA CAAGTGAGGA CATTATCAAT TATTTAAACT 60 
GGTATCGGAA GAAACCAGGG AAAGCCCCTG AA 92 



GAT TTT GCC ACT TAG TAG TGC CAA CAG GGT TAT 336 

Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Gly Tyr 

85 90 

GTC GGC CAA GGG ACC AAG GTG GAA ATA AAA C 382 

Val Gly Gin Gly Thr Lys Val Glu lie Lys 

100 105 107 
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ge^J#^ : 82 
mm<D&^ : 88 

^m<Dm : mm 
m(Dm. : 

CAGTGGCAGC GGGTCTGGAA CAGATTTCAC TCTCACCATT AGTGACCTGC AACCTGAAGA 60 
TTTTGCCACT TACTTTTGCC AACAGGGT gg 

E^J#^ : 83 

iE^iJCD:^^ : 91 

ga^njco^ : mm 

^m<Dmm : m<Dm.m -^jskdna 

GTTTTCCCAG TCACGACCGT ACGTTTTATT TCCACCTTGG TCCCTTGGCC GACCGTGTAC 60 
GGAAGCGTAT AACCCTGTTG GCAAAAGTAA G 91 

g3M#^ : 84 

g2^J<7)S$ : 382 

^mom : mm 

^m<Dmm : m<Dmm -^eJcONA 

^Wl^^'tnm : sig peptide 
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#SE{iS : 1. . 60 

^Wi^m^vrz:fjm : s 

1#11S^^TpE^ : domain 
#fi<4S : 130.. 162 

: S 

ffiOW^ : CDRl 
^WL^^Ttm : domain 
#«EfiS : 208. . 228 
l^m^&^^L'fc^^fe : S 

m<Dmm : cdr2 

^M^^'t'lfi-^ : domain 
#^Ef4S : 325. . 351 

^Wi^^mvrz:;fji^ : S 

m<Dmm : CDR3 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

GAT ATG AGA TGT GAT ATC CAG ATG ACA CAG GCT ACA TCC TCC CTG TCT 96 

Asp He Arg Cys Asp He Gin Met Thr Gin Ala Thr Ser Ser Leu Ser 

-11 5 10 

GCC TCT GTA GGA GAC AGA GTC ACC ATC GGT TGC GGG ACA AGT GAG GAC 144 

Ala Ser Val Gly Asp Arg Val Thr He Gly Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CGG AAG AAA CCA GGG AAA GCC CCT 192 

He He Asn Tyr Leu Asn Trp Tyr Arg Lys Lys Pro Gly Lys Ala Pro 
30 35 40 
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GAA CTC CTG ATC TAG CAC ACA TCA AGA TTA GAG TCA GGA GTC CCA TCA 240 

Glu Leu Leu lie Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 
45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TTC ACT CTC ACC ATT AGT 288 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser 

65 70 75 

GAC CTG CAA CCT GAA GAT TTT GCC ACT TAC TTT TGC CAA CAG GGT TAT 336 

Asp Leu Gin Pro Glu Asp Phe Ala Thr Tyr Phe Cys Gin Gin Gly Tyr 

80 85 90 

ACG CTT CCG TAC ACG GTC GGC CAA GGG ACC AAG GTG GAA ATA AAA C 382 

Thr Leu Pro Tyr Thr Val Gly Gin Gly Thr Lys Val Glu lie Lys 
95 100 105 



ae^J#-^ : 85 
Be^JOS$ : 92 

mm<Dm : mm 
mm-. 

TAGGAGACAG AGTCACCATC GGTTGCGGGA CAAGTGAGGA CATTATCAAT TATTTAAACT 60 
GGTATCGGAA GAAACCAGGG AAAGCCGTTG AA Q9 



86 

Se^^JcDft^ : 90 

mwm : mm 
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TTCCAGACCC GCTGCCACTG AACCTTGATG GGACTCCTGA CTGTAATCTT GATGTGTGGT 60 
AGATCAGGAG TTCAACGGCT TTCCCTGGTT 90 

Se^iJcoS^ : 88 

^m(r>m : mm 
mm-. 

CAGTGGCAGC GGGTCTGGAA CAGATTATAC TCTCACCATT AGTGACCTGC AACCTGAAGA 60 
TTTTGCCACT TACTTTTGCC AACAGGGT 88 

SH^JS^ : 88 
Se^'J<^fi$ : 382 

ge^joM : wm 

^WL^ntm^ : sig peptide 
: 1. . 60 

^WL^^'^vtz.yom : s 

^WL^m-mn : domain 
: 130. . 162 

wm^^^Lfzz^m : S 
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m<Dmm cdri 

1^m^^-r$^^ : domain 
WtEiiLW: : 208. . 228 

^m^^^i.rc:^m s 

^<omU : CDR2 
I^M^^-riH^ : domain 
#^E{4M : 325. . 351 

^m^^^\^rz.:^m : s 

ffiCDlt^ : CDR3 

ATG ATG TCC TCT GCT CAG TTC CTT GGT CTC CTG TTG CTC TGT TTT CAA 48 

Met Met Ser Ser Ala Gin Phe Leu Gly Leu Leu Leu Leu Cys Phe Gin 

-20 -15 -10 -5 

GAT ATG AGA TGT GAT ATC CAG ATG ACA CAG GCT ACA TCC TCC CTG TCT 96 

Asp He Arg Cys Asp lie Gin Met Thr Gin Ala Thr Ser Ser Leu Ser 

-11 5 10 

GCC TCT GTA GGA GAC AGA GTC ACC ATC GGT TGC GGG ACA AGT GAG GAC 144 

Ala Ser Val Gly Asp Arg Val Thr lie Gly Cys Gly Thr Ser Glu Asp 

15 20 25 

ATT ATC AAT TAT TTA AAC TGG TAT CGG AAG AAA CCA GGG AAA GCC GTT 192 

He He Asn Tyr Leu Asn Trp Tyr Arg Lys Lys Pro Gly Lys Ala Val 

30 35 40 

GAA CTC CTG ATC TAC CAC ACA TCA AGA TTA CAG TCA GGA GTC CCA TCA 240 

Glu Leu Leu He Tyr His Thr Ser Arg Leu Gin Ser Gly Val Pro Ser 

45 50 55 60 

AGG TTC AGT GGC AGC GGG TCT GGA ACA GAT TAT ACT CTC ACC ATT AGT 288 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr He Ser 

65 70 75 
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GAC CTG CAA OCT GAA GAT TTT GCC ACT TAG TTT TGC CAA GAG GGT TAT 336 

Asp Leu Gin Pro Glu Asp Phe Ala Thr Tyr Phe Cys Gin Gin Gly Tyr 

80 85 90 

ACG CTT CCG TAG ACG GTC GGC CAA GGG ACC AAG GTG GAA ATA AAA C 382 

Thr Leu Pro Tyr Thr Val Gly Gin Gly Thr Lys Val Glu He Lys 

95 100 105 107 



S2^J#-^ : 89 
aa^J(^ft$ : 25 

GCTTCCACCA AGGGCCCATC CGTCT 25 



BBJiJ#^ : 90 
SH^JOft^ : 30 

^m<Dm : mm 
mm: 

AAGGATCCTG GCACTCATTT ACCCAGAGAC 30 

mmmn 91 

gfi^iJcOS^ : 313 
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Asp Leu Leu Pro Asp Glu Lys 

1 5 
Phe Thr He Lys Val Thr Gly 

20 

Lys Pro Asn Pro Asp Gin Glu 
35 

Gin Val Lys He Asn Ala Pro 
50 

He Thr Glu Ser Lys Cys Val 
65 

Ala Ser Val Arg Thr He Leu 
80 

Ser Ser Trp Ala Ser Ala Glu 

95 

Gly Thr Ser Val Val Asn Leu 
110 

Asp Asn Tyr Ser Arg Leu Arg 
125 

Thr Trp Leu Val Gly Thr Asp 
140 

Leu Tyr Tyr Arg Tyr Gly Ser 
155 

Ser Lys Asp Thr Leu Gly Arg 
170 

Thr Phe He Leu Ser Lys Gly 

185 

Asn Gly Ser Ser Lys His Ser 
200 

Phe Ala Leu His Ala He Asp 
215 

Thr Ala Glu He Glu Gly Thr 
230 



lie Ser Leu Leu Pro Pro Val Asn 
10 15 

Leu Ala Gin Val Leu Leu Gin Trp 
25 30 

Gin Arg Asn Val Asn Leu Glu Tyr 
40 45 

Lys Glu Asp Asp Tyr Glu Thr Arg 
55 60 

Thr He Leu His Lys Gly Phe Ser 
70 75 

Gin Asn Asp His Ser Leu Leu Ala 
85 90 

Leu His Ala Pro Pro Gly Ser Pro 

100 105 

Thr Cys Thr Thr Asn Thr Thr Glu 

H5 120 

Ser Tyr Gin Val Ser Leu His Cys 

130 135 

Ala Pro Glu Asp Thr Gin Tyr Phe 

145 150 

Trp Thr Glu Glu Cys Gin Glu Tyr 

160 165 

Asn He Ala Cys Trp Phe Pro Arg 

175 180 

Arg Asp Trp Leu Ala Val Leu Val 

190 195 

Ala He Arg Pro Phe Asp Gin Leu 

205 210 

Gin He Asn Pro Pro Leu Asn Val 

220 225 

Arg Leu Ser lie Gin Trp Glu Lys 

235 240 
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Pro Val Ser Ala Phe Pro He His Cys Phe Asp Tyr Glu Val Lys 

245 250 255 

He His Asn Thr Arg Asn Gly Tyr Leu Gin He Glu Lys Leu Met 

260 265 270 

Thr Asn Ala Phe lie Ser He He Asp Asp Leu Ser Lys Tyr Asp 

275 280 285 

Val Gin Val Arg Ala Ala Val Ser Ser Met Cys Arg Glu Ala Gly 

290 295 300 

Leu Trp Ser Glu Trp Ser Gin Pro He Tyr Val Gly Lys 

305 310 313 
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IS ^ o 16 ffl 

(1) t:N^>^-D^4->5 amiz^mmzKjt^r^mi^. 
( 3 ) m.m^^ y ^ ^-:^;^t^:#:T^ sit 2 tEm<Dm^o 

(5) h h-r >i$'-n-r^> 5^^#:o|g<DN7^^T^ y^Ti^^ 1 -313 

(6) IgGl ity^^XlZMb. ^(D^Mm (H^) nj^m^ (V^^) CD 

CDR (D^m^^T$^iz^m-^n^T ^ ym^^i : 

CDRl : Asp Tyr Gly Met Ala 

CDR2 : Ala lie Ser Ser Gly Gly Ser Tyr He His Phe Pro Asp Ser Leu Lys Gly 
CDR3 : Arg Gly Phe Tyr Gly Asn Tyr Arg Ala Met Asp Tyr 

CDRl : Arg Ala Asn Glu Ser Val Asp His Asn Gly Val Asn Phe Met Asn 

CDR2 : Ala Ala Ser Asn Gin Gly Ser 

CDR3 : Gin Gin Ser Lys Asp Val Pro Trp Thr 

(7) A-ryj H--7KM1257 (PERM BP-5133) 7&^'^g|-r-5|f 6 sBiKc?) 

(8) igGi^zr^^xizmv. ^(Dmmmmi^(Dcm<D^m^^TBiiz^ 

CDRl : Ser Tyr Val lie His 

CDR2 : Tyr He Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Arg Phe Lys Gly 
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CDR3 : Glu Gly lie Arg Tyr Tyr Gly Leu Leu Gly Asp Tyr 

CDRl : Gly Thr Ser Glu Asp lie He Asn Tyr Leu Asn 

CDR2 : His Thr Ser Arg Leu Gin Ser 

CDR3 : Gin Gin Gly Tyr Thr Leu Pro Tyr Thr 

(9) A-f yij H--7KM1259 (PERM BP-5134) ^^±mT^m>j^m8mm<D 
D-3hJl/{rL#:KM1259o 

(10) igGiHt:?'^^x(csb, ^<Dmmmmi^<Dcm<D^^i^iTmiz'^ 

CDRl : Asp Thr Tyr Met His 

CDR2 : Arg He Asp Pro Ala Asn Gly Asn Thr Lys Ser Asp Pro Lys Phe Gin Ala 
CDR3 : Gly Leu Arg Leu Arg Phe Phe Asp Tyr 

CDRl : Ser Ala Ser Ser Ser Val Ser Tyr Met His 

CDR2 : Asp Thr Ser Lys Leu Ala Ser 

CDR3 : Gin Gin Trp Ser Ser Asn Pro Pro He Thr 

(11) /\-ryU H— VKM1486 (FERMBP-5651) Tj^^j^-r-SIt*^ 1 Qmm(D 

(12) m^m6mm<D^y ^n—:t)\^tfii^^±M'r^/\-i':rij 

KM1257(FERM BP-5133)„ 

(13) m^m8mwi(D^/^n-i-)i^i^^^M-ri>/\^-:fu h--^ 

KMl 259 (PERM BP-5134), 

KM1486(FERM BP-5651)o 

(15) h<ttfii^T'$>^m^m2mm<Dm,i^. 

(16) k >^-n-f:^y5^m;^am<DNM1^7S. /m^^^hl -313 
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(17) h h-r >^-n-r=^^>5^^^aMcON5|^i^T^ y^T^i^ 1 -313 

(19) \=.hitmm^iihm^^^trii^X'$>^mi^mi 5. iQ^rdtn 

$>^mmm 1 9 sef^otrL#:c 

(21) tni^(D]im\mmf)^mmmn2 4$Em.<DT^/mmn^^p^. im\ 

(22) tn^(D]im\mm^^mmn2 6mm.<DT^y^m^i^^?f., l^v 

(23) tn;frHmc«^75^kh^<*:lgGl-ti-^i^^X-e$>^3»5^^2 1 sHiltCD 
in:#:KM1399c 

(24) tn:^*:H|icm^75th hiri#:lgG4-tJ-:/^^XT*-i)|«5f^]^2 l$m<D 
Itl^*: KM7399o 

(25) W5^^2 3tEi^(7)taf!^Sr^^-rSJl^Mfeg|;^KM1399(FERMBP-5650)„ 

(27) t h<tmm^\i hm m^mtni^x^s^^imm 1 5 tEiic(Z)tn:#:o 

(28) t h^CDR^fitiftf^T^^'k h<7)ir[#:CDHMVM^*5ctIJCL^ Vm^CO 
CDR k V Mi^<h L M V mm(D CDR BB^JT^E-tl^* 
nB^b;rcCDR^ttta#:Tab^l»^^l 7s5i!cCD^#:o 

(29) m^(D H m V m*?<^ CDR mmtm^m s ib^cd^ / ^ n-:h ji^jfif^^cD 
H m V CDR sB^j^"^^. L II V mm.(D CDR mmmmm s sai^(7)^ y /7 d 

—r}imi^(D L m V CDR nm^^tsm^m 2 S BB*K(Dtn:<*:o 
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(30) mi^<D]imy mm<D cm mmf)m^mi omm.<D=Ey ^a-i-)vm.^ 
o H M V mi^(D CDR se^j^^^, L fi V m^(7) CDR ^mmi^m i o %m<D^y 
^n-'^)vtfi^(D I my mm(D cdr ^^m^^tsmj^^m 2 s iBifeotn:#:o 

(31) ^i^nmcmm^}:: htfii^ IgGl 1f^iJ7^7.Tfe'5^^^2 9fBi^CD 
£rL#: KM8399. 

(32) trL^^HllC«^*th hifii^ leG4-^-^^^X-V^^m^m2 9Um<D 
tii;#:KM9399„ 

(33) %mm3 l3Bm(73tn:<*:2:^S-rSJ^«fe^^KM8399(FERMBP-5648)„ 

(34) 3 2 IS«(7)trL#:<&^:£t-SJ^IIfe^i^ KM9399 (PERM BP-5647) c 

(35) >xA:^7il ly ^5^— pKANTEX93o 

(36) i57>7=~A:^-fe^:/ PKANTEX93 ^^Wt"-5J^Kfe^#:$rffl(.i/2: 

(37) M#:7:?^-*min:<*:-e^ 2 Sa^CDta^c 

(38) t H-f >iS'-P-r4^>5S^<^am<7)N?|^T^y^;5^^ 1~3 1 3 

(39) -2^^tn:#:7&t, k h^bJrt^:® H ^ V M^43cfct>'L li V m^^^tfM^ 
3 8 BBacotii^*:. 

(40) H ^ V mm^i^^zsi m v mm<D cdr sa^iTj^w^ii s iBi^cD^ y p- 

i-)im.^(D ^*^*5i tJC L m V cdr BB^J ^^^tfii^ic^K 3 8 sBfcCO-;* 

(41) HMvm*^:fecfctJ!:LMV^^(DCDRB3^J;^>tgt^j^l 0 13^(7)^7 
-:^)Wtn:<*:<D H ^ V M^:l3 ±1)^ L m V CDR BB^J^^tTif^J^ 3 8 fB«(Z)- 

(43) k h-f >^S'-P-r^>5^^#:alI(7)N^Tay^75i^ 1~3 1 3# 
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(44) i^7s)Vy^ F^^^t:ta#:*5, h NYbtt^^ccD H V mm^^TS L m V 

(45) H m V M^43 J;D? L |g V «^C0 CDR E^jT^tlf j^J^ 8 SBicCO^ 7 ^ n- 
±)V^i^(D H ^ V ck L m V ^J^O CDR ffi^J^^tf It^Jl 4 3 SBm<7) 

(46) H m V L ^ V M^CD CDR SB 1 0 gB«0^ 7 n 
—r)Vmi¥<D H m V Migt*3cl: L ^ V ^J^O CDR SB^J^^tf if 4 3 HBf^O- 

^/t 1 0 IB^co^ / i7 D -:^;i.Jn:<i:(;D H IS V ^i^^ L m V M^^co CDR SB^J 

(49) gB3«J#^9 l|Bife®T$y^g3^J^^t--&, 4 8 aB«<7) k h 
-r > ^ - P -r ^ > 5 a tStrLMo 

(50) 3f3i$^ 1-11, 15-24.27-3 2 43cktX3 7-4 6 HB«c(?5trL 

(51) If5^^1-ll, 1 5-2 4, 2 7-3 243J;UC3 7-4 6sB«(D 

(52) Sf^3ll-1K 15-24, 2 7-3 243cfctJf3 7-4 eiBi^O 

(53) aS^^l - 1 1,15-24,27-3 2 43j;tX3 7-4 6 SBi^CDJt 

(54) ift^^l- 1 1, 1 5-2 4, 2 7-3 2*5j;aC3 7-4 6|Bi^(D 
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(55) ai^^l~ll. 15-2 4, 2 7~3 243ckl>'3 7~4 6sEi!(C0 

(56) 15 — 2 4, 2 7-3 2:fecttJJ3 7 — 4 6gEi^(D 

(57) If5t<^l~ll, 1 5-2 4. 2 7-3 2i5cfcD:3 7-4 eiBi^CO 

(58) if ^^1-11, 16-2 4, 2 7- 3 2 43ctr;^3 7-4 eiSitO 
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1/6 1 

B 1 m 




wo 97/10354 
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2/6 1 
j 2 I 
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3/6 1 



3 m 



Ap pUC19 



Hindlll 



-BamHI — ^ ^^TiSi£IL-5jj:gf»cDNA^ ^ 
.Hindlll 

BamHI 



Hindlll 
BamHI 



PCR 

Hindlll 

BamHI 
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4^6 1 

m 4 m 



PSE 



.Hindlll 
.BamHI 



PAGE210 



dhfr/ 



Hyg' 



Hindlil 
BamHI 




BamHI 



Hindlli 
BamHI 



Hindlil 

shlL-5Ra 

BamHI 
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5/6 1 
I 5 [ 



rffiDNA : HSydW^ 3 
EcoRV 



BamHI 




Xbal 

BamHI 

{2.akb) 



Hindfll 



Xbal 

BamHI 

(O.Skb) 
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6/6 1 

Hem 




EcoRV 
BamHI 



*4v>ii6^ 7, 8, 9 



Hindlll 
BamHI 
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7/6 1 
j 7 I 



BamHI 



shlL-5Ra 



Htndlll 



Hindill 
BamHI 



Kmdlll 
BamHI 




Hindill 
BamHI 



Hindill 

shlL-5Ra 
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8/6 1 
I 8 I 



Out 



Ap 



)U -^BKdna : // 
pChilgHBZ K9'J*^u lUp 



G418' 



dhfr 




BamHI 
^^DNA : 



shIL-SRa 
^jftDNA : 

Hindlll 



PCR ^ 
BamHI 








|(ap 


pUC19 


BamHI 
N-Hndlll 






Hindill 
BamHI 









PCR 
Hindlll 
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9/6 1 



9 m 



Hindlll 
BamHi 




Hindltl 
BamHI 



Hindlll 
BamHI 



Hindlll 

hlL-5Ra 
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1 0/6 1 
^ 1 0 HI 
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11/61 

^ 1 1 HI 
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1 2/6 1 

n 1 2 m 
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1 3/6 1 

Ulan 
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1 4/6 1 

^ 1 4 m 
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1 5/6 1 
H 1 5 H 



Apal 




Apal 
Blunting 

(Apal) 



pBSA 
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1 6/6 1 

; 1 6 I 



EcoRI (^^Pal) 




EcoRI 
Blunting 



(EcoRI) (Apal) 



pBSAE 
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1 7/6 1 

; 1 7 I 



SacII 



Hindlll 




Hindlll 
SacII 



2.96kb 



Hindlll 




Kpnl 



Hindlll 



SacII 



SacII 
Hindlll 



2.42kb 
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1 8/6 1 

n 1 8 m 
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1 9/6 1 

M 1 9 m 



Apal 




Apal 
Blunting 



(Apal) 
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2 0/6 1 
H 2 0 H 



EcoRI 

_Jl EcoRI 
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2 1/61 

m 2 1 m 




pBSH-SAEE 




(EcoRI) 

\ EcoRI 




EcoRI 
Blunting 
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2 2/6 1 
22 \ 



Hindlll 




\ 



\ 



/ 



/ 



Nael 

alkaline phosphatase E.coli C75 
Sail linker 



(NaeJ) 
Hindlll 



Sail 




pBSK-HAEESal 



\ 



/ 



\ 
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2 3/6 1 
i 2 3 I 



SacII 



Xhol 



Xhol 




SacII 
Xhol 



2.96kb 




SacII 



SacII 
Xhol 



▼ 

4.25kb 



Ap 



SacII //G418 



pBSX-S 



\ 



\ Xhol 
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